=> d que stat 122 

L3 ( 1) SEA FILE=HCAPLUS ABB=ON PLU=ON US2004 - 767784/APPS 

L4 SEL PLU=ON L3 1- RK : 359 TERMS 

L5 3 59 SEA FILE=REGISTRY ABB=ON PLU=ON L4 

L6 STR 
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9 • Ward 10/767,784 X_ - *JET~ 08/0V2006 

DEFAULT ECLEVEL IS LIMITED 
GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 87 

STEREO ATTRIBUTES: NONE 
L7 212 SEA FILE=REGISTRY 

L8 89 SEA FILE=REGISTRY 

L21 2 8 SEA FILE=REGISTRY 

L22 1 SEA F I LE= REGISTRY 



SSS- FUL L6 

ABB = ON PLU=ON L5 AND L7 

ABB=ON PLU=ON L8 AND F=2 

ABB=ON PLU=ON L21 AND C28H2 6F2N404 /MF 



=> d ide 122 

YOU HAVE REQUESTED DATA FROM FILE 'REGISTRY' - CONTINUE? (Y)/N:y 



L22 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 741672-69-5 REGISTRY 

ED Entered STN : 09 Sep 2004 

CN Propanediamide, N- (5-benzoyl-2 ,3,4, 5 - tetrahydro- 1-methyl -2 -oxo-lH-1 , 5- 

benzodiazepin-3-yl) -N ' - [ (3 , 5 -dif luorophenyl ) methyl] -2 -methyl- (9CI) (CA 
INDEX NAME) 

FS 3D CONCORD 

MF C28 H26 F2 N4 04 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> file stnguide 

FILE ' STNGUIDE ' ENTERED AT 10:14:34 ON 01 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND FACH INFORMATIONS ZENTRUM KARLSRUHE 

FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Jul 28, 2006 (20060728/UP) . 
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=> => d que stat 17 
L6 STR 
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VAR Gl=14/3l/48/60/74/78 
NODE ATTRIBUTES: 
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DEFAULT ECLEVEL IS LIMITED 
GRAPH ATTRIBUTES: 
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Ward 10/767,784 



08/01/2006 



RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 87 



STEREO ATTRIBUTES: NONE 

L7 212 SEA FILE=REGISTRY SSS, 

100.0% PROCESSED 575 ITERATIONS 

SEARCH TIME: 00.00.01 



£fuj) 



L6 



212 ANSWERS 



= > d que nos 19 

L6 STR 

L7 212 SEA FILE=REGISTRY SSS FUL L6 

L9 ANALYZE PLU=ON L7 1- LC : 3 TERMS 



=> d 19 1-3 

L9 ANALYZE L7 1- LC : 3 TERMS 

TERM # # OCC # DOC % DOC LC 

1 212 212 100.00 CA 

2 212 212 100.0 0 CAPLUS 

3 212 212 100.00 USPATFULL 
********* END OF L9 *** 



=> d que stat 123 
L6 ' STR 
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VAR Gl=14/3l/48/60/74/78 
NODE ATTRIBUTES: 
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DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 87 



3£[ FUU 



STEREO ATTRIBUTES: NONE 

L23 0 SEA FILE=BEILSTEIN SSSf FULJ L6 

100.0% PROCESSED 31 ITERATIONS 0 ANSWERS 

SEARCH TIME: 00.00.02 



=> d que stat 136 
L6 STR 
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VAR Gl=14/3l/48/60/74/78 
NODE ATTRIBUTES: 
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DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES : 

RING(S) ARE ISOLATED OR EMBEDDED 
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08/01/2006 



NUMBER OF NODES IS 87 



STEREO ATTRIBUTES: NONE 



L36 0 SEA FILE=CHEMINFORMRX SSS^FU^L6 ( 0 REACTIONS) 

100.0% DONE 3 VERIFIED 0 HIT RXNS 0 DOCS 

SEARCH TIME: 00.00.06 



=> d his 134 

(FILE 'HCAPLUS, USPATFULL, US PAT 2 ' ENTERED AT 10:25:07 ON 01 AUG 2006) 
L34 4 S L7 

=> d que stat 134 
L6 STR 
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VAR Gl=14/3l/48/60/74/78 
NODE ATTRIBUTES: 
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DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 87 

STEREO ATTRIBUTES: NONE 

L7 212 SEA FILE=REGISTRY SSS FUL L6 

L34 4 SEA L7 



=> d que stat 148 
L6 STR 
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VAR Gl=14/3l/48/60/74/78 
NODE ATTRIBUTES: 
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DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 87 



STEREO ATTRIBUTES: NONE 

L48 82 SEA FILE=WPIX SSs/fUl) L6 

100.0% PROCESSED 88 ITERATIONS 82 ANSWERS 

SEARCH TIME: 00.00.02 



=> d his 148-159 

(FILE »WPIX' ENTERED AT 11:32:09 ON 01 AUG 2006) 
L48 82 S L6 FUL 

SAVE TEMP L4 8 WAR784WPIS/A 
L49 2 S L48/DCR 

SELECT L4 8 1- SDCN 
L50 2 S E52-E133/DCN 

LSI 2 S L49 OR L50 

L52 3816 S L45 OR L46 

L53 18061 S L42 OR L43 

L54 59 S L53 AND L44 

L55 9 S (L52 OR L54) AND (L40/BIX OR L41/BIX) 

FILE 1 STNGUIDE ' ENTERED AT 11:39:04 ON 01 AUG 2 006 

FILE 'WPIX' ENTERED AT 11:39:48 ON 01 AUG 2006 
L56 29 S (L52 OR L54) AND L25/BIX 

L57 13 S L55-L56 AND (L37/BIX OR ?QUINOLIN?/BIX OR L24/BIX) 
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08/01/2006 



L58 13 S L57 OR LSI 

L59 12 S L58 NOT (2005 -253920) /AN 

=> d que nos 159 
L6 STR 

L42 QUE ABB=ON PLU=ON (A61K031-47 OR A61K031 -4704 )/ IPC 

L43 QUE ABB=ON PLU=ON (A61K031-55 OR A61K031-551 OR A61K03 

1-5513) /IPC 

L44 QUE ABB=ON PLU=ON (C07C231-00 OR C07C231-02) /IPC 

L45 QUE ABB=ON PLU=ON (D622 (P) J372 ) /M0 , Ml , M2 , M3 , M4 , M5 , M6 

L46 QUE ABB=ON PLU=ON (D780 (P) J372 ) /MO , Ml , M2 , M3 , M4 , M5 , M6 

L48 82 SEA FILE=WPIX SSS FUL L6 

L4 9 2 SEA FILE=WPIX ABB=ON PLU=ON L4 8/DCR 

L50 2 SEA FILE=WPIX ABB=ON PLU=ON (RAF7SZ/DCN OR RAF81C/DCN OR 



RAF81D/DCN OR RAF81E/DCN OR RAF81F/DCN OR RAF81G/DCN OR 

RAF81K/DCN OR RAF81L/DCN OR RAF81M/DCN OR RAF81N/DCN OR 

RAF810/DCN OR RAF81P/DCN OR RAF81Q/DCN OR RAF81R/DCN OR 

RAF81S/DCN OR RAF81T/DCN OR RAF81V/DCN OR RAF81W/DCN OR 

RAF81X/DCN OR RAF81Y/DCN OR RAF81Z/DCN OR RAF820/DCN OR 

RAF821/DCN OR RAF822/DCN OR RAF823/DCN OR RAF824/DCN OR 

RAF825/DCN OR RAF826/DCN OR RAF827/DCN OR RAH9NA/DCN OR 

RAH9NB/DCN OR RAH9ND/DCN OR RAH9NE/DCN OR RAH9NG/DCN OR 

RAH9NH/DCN OR RAH9NI/DCN OR RAH9NK/DCN OR RAH9NM/DCN OR 

RAH9NO/DCN OR RAH9NP/DCN OR RAH9NR/DCN OR RAH9NS/DCN OR 

RAH9NT/DCN OR RAH9NV/DCN OR RAH9NW/DCN OR RAH9NY/DCN OR 

RAH9NZ/DCN OR RAH9N6/DCN OR RAH9N8/DCN OR RAH9N9/DCN OR 

RAH90A/DCN OR RAH90B/DCN OR RAH90D/DCN OR RAH90E/DCN OR 

RAH90G/DCN OR RAH90H/DCN OR RAH90I/DCN OR RAH90K/DCN OR 

RAH90M/DCN OR RAH90N/DCN OR RAH90P/DCN OR RAH90Q/DCN OR 

RAH90R/DCN OR RAH90T/DCN OR RAH90V/DCN OR RAH90X/DCN OR 

RAH90Y/DCN OR RAH90Z/DCN OR RAH901/DCN OR RAH903/DCN OR 

RAH905/DCN OR RAH906/DCN OR RAH908/DCN OR RAH9PB/DCN OR 

RAH9PC/DCN OR RAH9PD/DCN OR RAH9PF/DCN OR RAH9P1/DCN OR 

RAH9P3/DCN OR RAH9P7/DCN OR RAH9P8/DCN OR RAH9P9/DCN) 



L51 2 SEA FILE=WPIX ABB=ON PLU=ON L49 OR L50 

L52 3816 SEA FILE=WPIX ABB=ON PLU=ON L4 5 OR L4 6 

L53 18061 SEA FILE=WPIX ABB=ON PLU=ON L42 OR L43 

L54 59 SEA FILE=WPIX ABB = ON PLU=ON L53 AND L44 

L55 9 SEA FILE=WPIX ABB=ON PLU=ON (L52 OR L54) AND ( ( 7MALONAMID? /BI 

X OR ?MALONODIAMID?/BIX OR ?PROPANEDIAMID?/BIX OR ( (7MALON/BIX 
OR ?PROPAN?/BIX OR ?PROPYL?/BIX OR ?PROPANYL?/BIX) (1A) (DIAMID?/ 
BIX OR (DI/BIX (W) AMID7/BIX) ) ) ) OR ( ?MALONIC/BIX (2A) (AMID7/BIX 
OR DIAMID? /BIX) ) ) 

L56 29 SEA FILE=WPIX ABB=ON PLU=ON (L52 OR L54 ) AND ( ?MALON?/BIX) 

L57 13 SEA FILE=WPIX ABB=ON PLU=ON (L55 OR L56) AND ( ( 7HYDROQUINOLIN 

7/BIX OR TETRAHYDROQUINOLIN7/BIX OR ( (HYDRO/ BIX OR TETRAHYDRO/B 
IX) (2A)QUINOLIN?/BIX) ) OR 7QUINOLIN? /BIX OR (7AZEPIN7/BIX) ) 
L58 13 SEA FILE=WPIX ABB=ON PLU=ON L57 OR L51 

L59 12 SEA FILE=WPIX ABB=ON PLU=ON L58 NOT (2005 -253 920) /AN 

=> d que stat 182 

L19 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 
L24 • QUE ABB=ON PLU=ON 7AZEPIN? 

L25 QUE ABB = ON PLU=ON 7MALON? 

L37 QUE ABB=ON PLU=ON 7HYDROQUINOLIN7 OR TETRAH YDROQU I NOL I 

N? OR ((HYDRO OR TETRAHYDRO) (2A) QUINOLIN? ) 
L80 18 SEA FILE=MEDLINE ABB=ON PLU=ON (L24 OR L37) (7A)L25 

L81 18 SEA FILE=MEDLINE ABB=ON PLU=ON L80 AND L19 
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L82 4 SEA FILE= MEDLINE ABB = ON PLU=ON L81 NOT (?CHROMAT? OR HPLC OR 

KINETIC? OR BLISTER OR IRRITANT) /TI 



=> d que stat 189 

L19 QUE ABB=ON PLU=ON AY<2004 OR PY<2004 OR PRY<2004 OR MY 

<2004 OR REVIEW/DT 
L24 QUE ABB = ON PLU=ON ?AZEPIN? 

L25 QUE ABB = ON PLU=ON ?MALON? 

L37 QUE ABB=ON PLU=ON ?HYDROQUINOLIN? OR TETRAHYDROQUINOLI 

N? OR {(HYDRO OR TETRAHYDRO) (2A) QUINOLIN? ) 
L4 0 QUE ABB-ON PLU=ON ?MALONAMID? OR 7MALONODIAMID? OR ?PR 

OPANEDIAMID? OR ( (?MALON OR ?PROPAN? OR ? PROPYL? OR ?PROP 

ANYL?) (1A) (DIAMID? OR (DI ( W) AMID? ) ) ) 
L41 QUE ABB=ON PLU=ON ?MALONIC (2A) (AMID? OR DIAMID?) 

L87 26 SEA FILE-EMBASE ABB=ON PLU=ON (L24 OR L37) (7A) (L25 OR L40 OR 

L41) 

L88 26 SEA FILE=EMBASE ABB=ON PLU=ON L87 AND L19 

L89 5 SEA F I LE = EMB AS E ABB=ON PLU=ON L88 NOT (CHROMATOG? OR HPLC OR 

KINETIC? OR BLISTER OR IRRITANT? OR MONITOR?) /TI 



=> d his 197 

(FILE \BIOSIS, PASCAL, JICST-EPLUS, JAPIO, LIFESCI, BIOENG, CABA, 
BIOTECHNO, BIOTECHDS, DRUGU , DRUGB , VETU, VETB, SCISEARCH, CONFSCI, 
DISSABS' ENTERED AT 12:29:41 ON 01 AUG 2006) 
L97 7 S L96 NOT (CHROMATOG? OR HPLC) /TI 

SAVE TEMP L97 WAR7 84MUL1B/A 

FILE ' STNGUIDE ' ENTERED AT 12:43:37 ON 01 AUG 2 006 

=> d que stat 197 

L24 QUE ABB = ON PLU=ON ?AZEPIN? 

L37 QUE ABB = ON PLU=ON ?HYDROQUINOLIN? OR TETRAHYDROQUINOLI 

N? OR ( (HYDRO OR TETRAHYDRO) ( 2 A) QUINOLIN? ) 

L4 0 QUE ABB=ON PLU=ON ?MALONAMID? OR ?MALONODIAMID? OR ?PR 

OPANEDIAMID? OR ( ( ?MALON OR ?PROPAN? OR ?PROPYL? OR ?PROP 
ANYL?) (1A) (DIAMID? OR (DI (W) AMID?) ) ) 

L41 QUE ABB = ON PLU=ON ?MALONIC (2A) (AMID? OR DIAMID?) 

L94 308 SEA (L24 OR ?DIAZEPIN? OR L37) (7A) (L37 OR L40 OR L41) 

L96 25 SEA L94 AND (L40 OR L41) 

L97 7 SEA L96 NOT (CHROMATOG? OR HPLC) /TI 



=> dup rem 134 159 182 189 197 

FILE 'HCAPLUS' ENTERED AT 12:47:00 ON 01 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 006 AMERICAN CHEMICAL SOCIETY (ACS) ' 

FILE 1 USPATFULL ' ENTERED AT 12:47:00 ON 01 AUG 2006 

CA INDEXING COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'WPIX' ENTERED AT 12:47:00 ON 01 AUG 2006 
COPYRIGHT (C) 2 006 THE THOMSON CORPORATION 

FILE 'MEDLINE' ENTERED AT 12:47:00 ON 01 AUG 2 006 

FILE 'EMBASE' ENTERED AT 12:47:00 ON 01 AUG 2006 
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Copyright (c) 2006 Elsevier B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 12:47:00 ON 01 AUG 2006 
Copyright (c) 2 006 The Thomson Corporation 

FILE 'SCISEARCH' ENTERED AT 12:47:00 ON 01 AUG 2006 

Copyright (c) 2 006 The Thomson Corporation 

PROCESSING COMPLETED FOR L34 

PROCESSING COMPLETED FOR L59 

PROCESSING COMPLETED FOR L82 

PROCESSING COMPLETED FOR L89 

PROCESSING COMPLETED FOR L97 

L98 25 DUP REM L34 L59 L82 L89 L97 (7 DUPLICATES REMOVED) 

ANSWERS '1-2' FROM FILE HCAPLUS 
ANSWER '3' FROM FILE USPATFULL 
ANSWERS '4-13' FROM FILE WPIX 
ANSWERS '14-17' FROM FILE MEDLINE 
ANSWERS '18-20' FROM FILE EMBASE 
ANSWERS '21-25' FROM FILE BIOSIS 

=> file stnguide 

FILE 'STNGUIDE* ENTERED AT 12:47:06 ON 01 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND FACHINFORMATIONSZENTRUM KARLSRUHE 

FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Jul 28, 2006 (20060728/UP) . 

=> file stnguide 

FILE 'STNGUIDE' ENTERED AT 12:47:37 ON 01 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND FACHINFORMATIONSZENTRUM KARLSRUHE 

FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Jul 28, 2006 (20060728/UP) . 
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=> d ibib ed ab hitstr retable 1-2 

YOU HAVE REQUESTED DATA FROM FILE 'HCAPLUS, USPATFULL, WPIX, MEDLINE, EMBASE, 
BIOSIS' - CONTINUE? (Y)/N:y 



L98 ANSWER 1 OF 25 HCAPLUS COPYRIGHT 2 006 ACS on STN DUPLICATE 1 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005 : 220131 HCAPLUS 
142 :298014 

Preparation of dibenzoazepinylmalonamides , 
dibenzooxepinylmalonamides , 

benzodiazepinylmalonamides , and related compounds as 
y-secretase inhibitors for treatment of 
Alzheimer's disease. 

Flohr, Alexander; Galley, Guido; Jakob-Roetne , Roland; 
Kitas, Eric Argirios; Peters, Jens-Uwe; Wostl, 
Wolfgang 
Switz . 

U.S. Pat. Appl. Publ., 59 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 
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ED Entered STN: 13 Mar 2005 

AB Malonamides R1NHCOCR3R4CONHR2 [Rl= Q1-Q4; R2 = alkyl, alkynyl, alkylthio, 
alkoxy (alkyl) , halo(alkyl), etc.; R3 , R4 = H, alkyl, alkoxy, Ph, halo; R5 
= H, alkyl, trif luoromethyl (alkyl) , cycloalkyl (alkyl) ; R6 = H, halo; R7 = 
H, alkyl; R8 = H, alkyl, alkynyl, trif luoromethyl (alkyl ) , 
cycloalkyl (alkyl) , (halo-substituted) phenyl (alkyl ) ; R9 = H, alkyl, CHO, 
alkylcarbonyl, F3CCO, (substituted) PhCO, etc.], were prepared Thus, 
2-methyl-N- (5-methyl-6-oxo-6 , 7 -dihydro-5H-dibenzo [b,d] azepin-7- 
yDmalonamic acid (preparation given), cyclopropylmethylamine , and 
2- (2-pyridon-l-yl) -1,1,3, 3 - tetramethyluronium tetraf luoroborate (TPTU) 
were shaken together overnight in DMF to give N-cyclopropylmethyl -2 -methyl - 
N' - (5 -methyl- 6 -oxo- 6, 7-dihydro-5H-dibenzo [b,d] azepin-7-yl) malonamide . The 
latter inhibited y-secretase with IC50 = 0.09 jj.M. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(claimed compound; preparation of dibenzoazepinylmalonamides , 
dibenzooxepinylmalonamides , benzodiazepinylmalonamides , and related 
compds . as y-secretase inhibitors for treatment of Alzheimer's 
disease) 
RN. 847925-73-9 HCAPLUS 

CN Propanediamide, N- (cyclopropylmethyl) -N 1 - (6 , 7-dihydro-5 -methyl -6 -oxo-5H- 
dibenz [b,d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




RN 847925-74-0 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro- 5 -methyl -6 -oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
f luoro-2-methyl-N 1 - [ [1- ( trif luoromethyl) cyclopropyl] methyl] - (9CI) (CA 
INDEX NAME) 




RN 847925-75-1 HCAPLUS 
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CN Propanediamide, N- (6 , 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N 1 - (2 -methoxyethyl) -2 -methyl- (9CI) (CA INDEX NAME) 




MeO- CH2~ CH2~ NH- C~ CH~ C — NH O 

II I II- 

O Me O 

RN 847925-76-2 HCAPLUS 

CN Propanediamide, N- (6 , 7 -dihydro-5 -methyl - 6-oxo-5H-dibenz [b f d] azepin-7-yl) -2- 
methyl-N' - [2- (methyl thio) ethyl] - (9CI) (CA INDEX NAME) 




MeS- CH 2 ~ CH 2 - NH - C~ CH™ C~ NH O 

II i II 

O Me O 

RN 847925-77-3 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5 -methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) - 
N' - (3 -methoxypropyl ) -2 -methyl- (9CI) (CA INDEX NAME) 




MeO— ( CH2 ) 3 ~ NH~~ C~ CH~ C~ NH 0 
O Me O 

RN 84 7 925-7 8-4 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5 -methyl- 6-oxo-5H-dibenz [b, d] azepin-7 -yl ) -2- 
methyl-N 1 -propyl- (9CI) (CA INDEX NAME) 
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n-PrNH- C~ CH — C — NH 0 

II I II 

O Me O 
RN 847925-79-5 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
f luoro-2 -methyl -N' - (3 -methylbutyl) - (9CI) (CA INDEX NAME) 




Me2CH~ CH2~ CH 2 ~ NH C~ C~ C" NH O 

II I II 

O Me O 

RN 847925-80-8 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5 -methyl -6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - (2, 2, 2 -trif luoroethyl) - (9CI) (CA INDEX NAME) 




F3C- CH2~ NH— C— CH— C— NH O 

II I II 

O Me O 
RN 847925-81-9 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl -6 -oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - (3, 3, 3-trif luoropropyl) - (9CI) (CA INDEX NAME) 
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F3C- CH2~ CH 2 - NH- C- CH- C NH O 

II I II 

0 Me O 

RN 847925-83-1 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
fluoro-2 -methyl -N' - (2, 2,2-trif luoroethyl) - (9CI) (CA INDEX NAME) " 




O Me O 



RN 847925-84-2 HCAPLUS 

CN Propanediamide, N- (6 , 7 -dihydro-5 -methyl-6 -oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
f luoro-2 -methyl -N' - (2 , 2 , 3 , 3, 3-pentaf luoropropyl) - (9CI) (CA INDEX NAME) 




F3C- CF2~ CH 2 — NH— C- C— C— NH O 

II I II 

O Me O 

RN 847925-85-3 HCAPLUS 

CN Propanediamide, N- (6 , 7 -dihydro-5 -methyl -6 -oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
f luoro-2 -methyl -N' - (3,3,4, 4 , 4 -pentaf luorobutyl) - (9CI) (CA INDEX NAME) 
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F3C- CF2~ CH2~ CH 2 - NH— C~~ C~~* C — NH 0 

II I II 

O Me O 
RN 847925-86-4 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5-methyl-6 -oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
f luoro-2-methyl-N» - (4, 4 , 4-trif luorobutyl) - (9CI) (CA INDEX NAME) 



F3C- (CH2) 3~NH-C-C-C— NH 

II I II 

O Me O 




RN 847925-87-5 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - (4 , 4 , 4 - trif luoro-3 -methoxybutyl ) - (9CI) (C A- INDEX NAME) 




F3C- CH- CH 2 - CH 2 - NH- C- CH~ C~ NH O 

I III II 

OMe O Me O 



RN 847925-88-6 HCAPLUS 

CN Propanediamide, N- [5- (cyclopropylmethyl) -6 , 7-dihydro-6 -oxo-5H- 

dibenz [b, d] azepin-7-yl] -2 -methyl -N' -(2,2,3,3, 3 -pentaf luoropropyl ) - (9CI) 
(CA INDEX NAME) 
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F3C- CF2~ CH2~ NH— C~ CH~ C — NH O 

II I II 

O Me O 

RN 847925-89-7 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2 -methyl - 
N ' - (2,2,3,3, 3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAME) 




O 



RN 847925-90-0 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-6-oxo- 5H-dibenz [b,d] azepin-7-yl] -N 1 - 
*(2, 2, 3, 3, 3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




O 



RN 847925-91-1 HCAPLUS 

CN Propanediamide, N- [ (7S) - 6 , 7 -dihydro-6 -oxo-5H-dibehz [b, d] azepin-7 -yl] -2,2- 
dimethyl-N'- (2, 2, 3, 3, 3 -pentaf luoropropyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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RN 847925-92-2 HCAPLUS 

CN Propanediamide, N~ (6, 7-dihydro-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2-methoxy- 
N 1 - (2,2,3,3,3 -pentaf luoropropyl) - (9CI) (CA INDEX NAME) 




O 



RN 847925-93-3 HCAPLUS" 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-6 -oxo-5H-dibenz [b, d] azepin-7 -yl] -2- 

f luoro-2 -methyl -N' - (2, 2, 3, 3, 3 -pentaf luoropropyl) -, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 847925-94-4 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-6 -oxo-5H-dibenz [b,d] azepin-7-yl] -2- 

f luoro-2 -methyl -N' - (2, 2, 3, 3 , 3-pentaf luoropropyl) - , (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 847925-95-5 HCAPLUS 

CN Propanediamide, N- [(7S) -5- (cyclopropylmethyl ) - 6 , 7 -dihydro-6-oxo-5H- 

dibenz [b,d] azepin-7-yl] -N ' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. Rotation (-) . 




F F 



RN 847925-96-6 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- (cyclopropylmethyl) -6, 7-dihydro-6-oxo-5H- 

dibenz [b, d] azepin-7-yl] -2 -methyl -N' -(2,2,3,3, 3 -pentaf luoropropyl) - , (2R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




Me 
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RN 847925-97-7 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- (cyclopropylmethyl ) -6, 7 -dihydro-6 -oxo-5H- 

dibenz [b, d] azepin-7-yl] -2 -methyl -N '-(2,2,3,3, 3 -pentaf luoropropyl) - , (2S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847925-98-8 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- (cyclopropylmethyl) -6, 7 -dihydro-6-oxo-5H- 

dibenz [b, d] azepin-7-yl] -2,2 -dimethyl -N 1 -(2,2,3,3,3 -pentaf luoropropyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




F F Me Me 



RN 847925-99-9 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- (cyclopropylmethyl) -6, 7 -dihydro-6 -oxo-5H- 

dibenz [b, d] azepin-7-yl] -2 -fluoro-2 -methyl -N ■ - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl) - 
, (2R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry- Rotation (-) . 
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F F Me F 



RN 847926-00-5 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- ( cyclop ropylme thy 1 ) -6, 7-dihydro-6-oxo-5H- 

dibenz [b, d] azepin-7-yl] -2 -methoxy-N ' -(2,2,3,3, 3 -pentaf luoropropyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 847926-01-6 HCAPLUS 

CN Propanediamide, N- [ (7S) -5 - (cyclopropylmethyl ) -6 , 7-dihydro-6 -oxo-5H- 

dibenz [b, d] azepin-7 -yl ] -N ' - (3 , 3 , 4 , 4 , 4 -pentaf luorobutyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. Rotation (-). 



searched by D. Arnold 571-272-2532 



Page 23 



Ward 10/767,784' 



CS/01/2006 




RN 847926-02-7 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- (cyclopropylmethyl ) -6,7 -dihydro-6-oxo-5H- 

dibenz [b, d] azepin-7-yl] -2 -methyl -N ' - (3 , 3 , 4 , 4 , 4 -pentaf luorobutyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 847926-03-8 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- (cyclopropylmethyl) -6 , 7 -dihydro-6-oxo-5H- 

dibenz [b,d] azepin-7-yl] -2 , 2 -dimethyl -N 1 -(3,3,4,4 , 4 -pentaf luorobutyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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Me Me 



RN 847926-04-9 HCAPLUS 

CN Propanedi amide, N- [ (7S) -5- (cyclopropylmethyl ) -6, 7-dihydro-6-oxo-5H- 

dibenz [b,d] azepin-7-yl] -2 -f luoro-2 -methyl -N 1 -(3,3,4,4 , 4 -pentaf luorobutyl) - 
, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me F 



RN 847926-05-0 HCAPLUS 

CN Propanediamide, N- [6 , 7 -dihydro-5- ( 1-methylethyl) -6-oxo-5H- 

dibenz [b,d] azepin-7-yl] -2 -methyl -N' -(2,2,3,3, 3 -pentaf luoropropyl ) - (9CI) 
(CA INDEX NAME) 




O Me O 
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RN 847926-06-1 HCAPLUS 

CN Propanediamide, N- [6, 7-dihydro-5- (1-methylethyl) -6-oxo-5H- 

dibenz [b, d] azepin-7-yl] -2 , 2 -dimethyl -N ' -(2,2,3,3, 3 -pentaf luoropropyl) - 
(9CI) (CA INDEX NAME) 




Pr-i 



F3C- CF 2 — CH 2 - NH— C- C- C— NH O 

II I II 

O Me O 
RN 847926-07-2 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7- 
yl] -N'- (2, 2, 3, 3, 3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) 



F3C 




F F 



RN 847926-08-3 HCAPLUS 

CN Propanediamide, N- [ (7S) -6 , 7 -dihydro- 5 -methyl -6-oxo- 5H-dibenz [b, d] azepin-7- 
yl] -2, 2 -dimethyl -N 1 - (2,2,3, 3 , 3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-). 
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F F Me Me 



RN 847926-09-4 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b,d] azepin-7- 
yl] -2-f luoro -2 -methyl -N' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl) -, (2R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




F F Me F 



RN 847926-10-7 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b;d] azepin-7- 
yl] -2 -fluoro-2 -methyl -N' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 
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F3C 




F F 



Me F 



RN 847926-11-8 HCAPLUS 

CN Propanediamide, N- [ (7S) -6 , 7 -dihydro-5 -methyl -6 -oxo-5H-dibenz [b, d] azepin-7- 
yl] -2-methoxy-N'-(2,2,3,3,3-pentafluoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




F F 



OMe 



RN 847926-12-9 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-5 -methyl -6-oxo- 5H-dibenz [b,d] azepin-7- 
yl] -N'- (3,3,4,4,4 -pentaf luorobutyl ) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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F 3 C 




RN 847926-13-0 HCAPLUS 

CN Propanediamide, N- [ (7S) -6 , 7-dihydro-6-oxo-5- (2 , 2 , 2 - trif luoroethyl ) -5H- 
dibenz [b, d] azepin-7-yl] -2 , 2 -dimethyl-N * -(2,2,3,3, 3 -pentaf luoropropyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 




N\ /CF3 



F F 



Me Me 



RN 847926-15-2 HCAPLUS 

CN Propanediamide, 2 -methyl -N- (2,3,4, 5 - tetrahydro-1 -methyl -2 -oxo-5 -phenyl- 1H - 
1 , 5 -benzodiazepin-3 -yl) -N ' - (2,2, 2 -trif luoroethyl ) - (9CI) (CA INDEX NAME) 



Ph 



0 Me O 

II I II 

F 3 C- CH 2 ~ NH- C— CH— C~ NH 





Me 



RN 847926-16-3 HCAPLUS 

CN Propanediamide, N- [ ( 3S) -5 -benzoyl -2 , 3,4, 5 -tetrahydro- 1 -methyl -2 -oxo-lH- 1 , 5- 
benzodiazepin-3-yl] -2 -methyl -N' -(2,2,3,3, 3 -pentaf luoropropyl) - (9CI) (CA 
INDEX NAME) 
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Me 




RN 847926-17-4 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (4 -f luorobenzoyl ) -2,3,4, 5 - tetrahydro- 1 -methyl -2 - 
oxo-lH-1, 5-benzodiazepin-3-yl] -2-methyl-N' -(2,2,3,3, 3 -pentaf luoropropyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




F 



RN 847926-18-5 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (4 -chlorobenzoyl ) - 2 , 3 , 4 , 5 - tetrahydro- 1 -methyl -2 - 
oxo-lH-1, 5-benzodiazepin-3-yl] -2-methyl-N' -(2,2,3,3, 3 -pentaf luoropropyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me 




CI 



RN 847926-19-6 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (3 , 5 -dif luorobenzoyl ) -2,3,4, 5-tetrahydro- 1- 
methyl-2-oxo-lH-l, 5 -benzodiazepin-3 -yl] -2 -methyl -N » -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




F F 



RN 847926-20-9 HCAPLUS 

CN Benzoic acid, 4- [ [ (3S) -2,3,4, 5-tetrahydro-5-methyl-3 - [ [2 -methyl - 1 , 3 -dioxo- 
3 - [(2, 2,3, 3, 3 -pent af luoropropyl) amino] propyl] amino] -4-oxo-lH-l , 5 - 
benzodiazepin-l-yl] carbonyl] - , methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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Me 



F3C 




MeO' 




RN 847926-21-0 HCAPLUS 

CN Propanediamide, N- [ (3S) -5-acetyl-2 , 3,4, 5-tetrahydro-l-methyl-2-oxo-lH-l , 5- 
benzodiazepin-3-yl] -2 -methyl -N ' -(2,2,3,3, 3 -pentaf luoropropyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 847926-22-1 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- [ (4 -fluorophenyl) methyl] -2,3,4, 5 - tetrahydro-1- 
methyl-2-oxo-lH-l, 5 -benzodiazepin- 3 -yl] -2 -methyl -N » -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



Me 




Ac 
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F3C 




RN 847926-23-2 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (4-chlorobenzoyl) -1- (cyclopropylmethyl) -2,3,4,5- 
tetrahydro-2 -oxo-lH-1 , 5 -benzodiazepin-3 -yl] -2 -methyl -N ' -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F3C 




RN 847926-24-3 HCAPLUS 

CN Propanediamide, 2-methyl-N- (2,2,3,3, 3 -pentaf luoropropyl) -N'-[(3S)-2,3,4,5- 
tetrahydro-l-methyl-2-oxo-5- [ (trif luoromethyl) sulfonyl] -1H-1, 5- 
benzodiazepin-3-yl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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,0 




RN 847926-25-4 HCAPLUS 

CN Propanediamide, 2-methyl-N- (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl) -N 1 - [ (3S) -2,3,4,5- 
tetrahydro-l-methyl-2-oxo-5- ( trif luoroacetyl) -1H-1 , 5-benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 847926-26-5 HCAPLUS 

CN Propanediamide, 2-methyl-N- (2,2,3,3, 3 -pentaf luoropropyl) -N 1 - [ (3S) -2 , 3 , 4 , 5 - 
tetrahydro-5- (methoxyacetyl) - 1 -methyl- 2 -oxo- 1H- 1 , 5 -benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 847926-27-6 HCAPLUS 

CN Propanediamide, 2-methyl-N- (2,2,3,3, 3 -pentaf luoropropyl) -N' - [ (3S) -2 , 3 , 4 , 5- 
tetrahydro-1 -methyl -5- (methyl sulfonyl) -2-oxo-lH-l, 5 -benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847926-28-7 HCAPLUS 

CN Propanediamide, 2 -methyl -N- (2,2,3,3, 3 -pentaf luoropropyl ) -N 1 - [ (3S) -2,3,4,5- 
tetrahydro-2-oxo-l- (2,2, 2 - trif luoroethyl ) -5- [ ( trif luoromethyl ) sulfonyl] -1H- 
1, 5-benzodiazepin-3-yl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 847926-29-8 HCAPLUS 

CN 1H- 1 , 5 -Benzodiazepine- 1-carboxylic acid, 2 , 3 , 4 , 5 -tetrahydro-5 -methyl -3 - [ [2 - 
methyl -1 , 3-dioxo-3- [(2,2,3,3,3 -pentaf luoropropyl) amino] propyl] amino] -4-oxo- 
, cyclopropylmethyl ester, (3S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




0 



RN 84792 6-30-1 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (cyclopropylcarbonyl) -2,3,4 , 5 -tetrahydro-2 -oxo-1- 
(2, 2, 2-trif luoroethyl) -1H- 1 , 5-benzodiazepin-3 -yl] -2 -methyl -N.' -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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847926-31-2 HCAPLUS 

1H-1 , 5 -Benzodiazepine -1-carboxy lie acid, 2,3,4, 5-tetrahydro-3 - [ [2 -methyl - 
1 , 3 -dioxo-3 - [(2,2,3,3,3 -pentaf luoropropyl ) amino] propyl] amino] -4 -oxo-5- 
(2,2,2-trifluoroethyl) -, cyclopropylmethyl ester, (3S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 847926-32-3 HCAPLUS 

CN Propanediamide, N- [ (3S) -5 -acetyl -2, 3 , 4 , 5 - tetrahydro- 1 - ( 1-methylethyl ) -2- 
oxo-lH-l , 5-benzodiazepin-3 -yl] -2 -methyl -N '-(2,2,3,3,3 -pentaf luoropropyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



Ac 

I 




RN 847926-33-4 HCAPLUS 

CN Propanediamide, N- [ (3S) -5-acetyl-2, 3,4, 5 -tetrahydro- 2 -oxo- 1- (phenylmethyl) - 
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1H-1, 5-benzodiazepin-3-yl] -2-methyl-N' -(2,2,3,3, 3 -pentaf luoropropyl) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 3 C 




IT 847926-98-1P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of dibenzoazepinylmalonamides , dibenzooxepinylmalonamides , 
benzodiazepinylmalonamides , and related compds . as y-secretase 
inhibitors for treatment of Alzheimer's disease) 
RN 847926-98-1 HCAPLUS 

CN Propanediamide, 2 -methyl-N- (2,2 , 3 , 3 , 3 -pentaf luoropropyl) -N ' - [(3S) -2,3,4,5- 
tetrahydro-l-methyl-2-oxo-lH-l, 5-benzodiazepin-3-yl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



F 3 C 




IT 



847927 


-01 


-9P 


847927 


-02 


-OP 


847927 


-03 


-IP 


847927 


-04 


-2P 


847927 


-05 


-3P 


847927 


-06 


-4P 


847927 


-07 


-5P 


847927 


-08 


-6P 


847927 


-09 


-7P 


847927 


-10 


-OP 


847927 


-11 


-IP 


847927 


-12 


-2P 


847927 


-13 


-3P 


847927 


-14 


-4P 


847927 


-15 


-5P 


847927 


-16 


-6P 


847927 


-17 


-7P 


847927 


-18 


-8P 


847927 


-19 


-9P 


847927 


-20 


-2P 


847927 


-21 


-3P 


847927 


-22 


-4P 


847927 


-23 


-5P 


847927 


-24 


-6P 


847927 


-25 


-7P 


847927 


-26 


-8P 


847927 


-27 


-9P 


847927 


-28 


-OP 


847927 


-29 


-IP 


847927 


-30 


-4P 


847927 


-31 


-5P 


847927 


-32 


-6P 


847927 


-33 


-7P 


847927 


-34 


-8P 


847927 


-35 


-9P 


847927 


-36 


-OP 


847927 


-37 


-IP 


847927 


-47 


-3P 


847927 


-50 


-8P 


847927 


-51 


-9P 


847927 


-52 


-OP 


847927 


-53 


-IP 


847927 


-54 


-2P 


847927 


-55 


-3P 


847927 


-56 


-4P 


847927 


-57 


-5P 


847927 


-58 


-6P 


847927 


-59 


-7P 


847927 


-60 


-OP 


847927 


-61 


-IP 


847927 


-62 


-2P 


847927 


-63 


-3P 


847927 


-64 


-4P 


847927 


-65 


-5P 
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847927-66-6P 847927-67-7P 847927-68-8P 
847927-69-9P 847927-70-2P 847927-71-3P 
847927-72-4P 847927-74-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of dibenzoazepinylmalonamides , dibenzooxepinylmalonamides , 
benzodiazepinylmalonamides , and related compds . as y-secretase 
inhibitors for treatment of Alzheimer's disease) 
RN 847927-01-9 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl -6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N' -ethyl -2 -methyl- (9CI) (CA INDEX NAME) 




EtNH— C- CH— C— NH - 0 

II I II 

O Me O 
RN 847927-02-0 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' -2-propynyl- (9CI) (CA INDEX NAME) 




HC= C— CH 2 ~ NH— C- CH— C~ NH O 

II I II 

O Me O 
RN 847927-03-1 HCAPLUS 

CN Propanediamide, N-cyclobutyl -N 1 - (6, 7-dihydro-5-methyl-6-oxo-5H- 
dibenz [b,d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 



O Me 

II I 

NH— C— CH— C= O 

I 

NH 

Me KJ , 
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RN 847927-04-2 HCAPLUS 

CN Propanediamide, N- (cyanomethyl) -N ' - (6 , 7-dihydro-5-methyl-6-oxo-5H- 
dibenz [b,d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




II I I! 

O Me O 
RN 847927-05-3 HCAPLUS 

CN Propanediamide, N-cyclopropyl -N 1 - (6, 7 -dihydro-5 -methyl - 6 -oxo-5H- 
dibenz [b, d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




RN 847927-06-4 HCAPLUS 

CN Propanediamide, N- (2 -cyanoethyl ) -N ' - (6, 7 -dihydro-5 -methyl-6 -oxo-5H- 
dibenz [b, d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




NC- CH 2 ™ CH2~ NH C~ CH~ C~ NH O 

II I II 

0 Me O 
RN 847927-07-5 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5 -methyl -6-oxo-5H-dibenz tb, d] azepin-7-yl) - 
N' - (2 -ethoxyethyl) -2-methyl- (9CI) (CA INDEX NAME) 



searched by D. Arnold 571-272-2532 



Page 39 



Ward- 10/767, 7P4 



0^/01/2006 




EtO- CH2~ CH 2 - NH- C~ CH~ C~NH O 

II I II 

O Me O 

RN 847927-08-6 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
methyl-N' - (2, 2, 3, 3, 3-pentaf luoropropyl) - (9CI) (CA INDEX NAME) 




F3C-CF2-CH2-NH-C-CH-C— NH O 

II I II 

0 Me O 

RN 847927-09-7 HCAPLUS 

CN Glycine, N- (6, 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2 -methyl - 
3-oxo-p-alanyl- , 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 




O O Me O 



RN 847927-10-0 HCAPLUS 

CN Propanediamide , N- ( 6 , 7 -dihydro- 5 -methyl - 6 -oxo-5H-dibenz [b , d] azepin- 7 -yl ) -2 - 
methyl -N' - ( 3 , 3 , 3 - trif luoro-2 -hydroxypropyl ) - (9CI) (CA INDEX NAME) 
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OH O Me O 



RN 847927-11-1 HCAPLUS 

CN Propanediamide, N- [ (2 , 2 -dif luoro- 3 -phenylcyclopropyl) methyl] -N ' - (6,7- 
dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2-methyl- (9CI) (CA 
INDEX NAME) 




RN 847927-12-2 HCAPLUS - 

CN Propanediamide, N- [ (2 , 2 -dif luorocyclopropyl ) methyl] -N* - (6, 7-dihydro~5- 

methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




RN 847927-13-3 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
phenyl-N 1 - (2 , 2 , 2 - trif luoroethyl) - (9CI) (CA INDEX NAME) 
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F3C- CH2~ NH~ C- CH- C NH O 

II I II 

O Ph O 
RN 847927-14-4 HCAPLUS 

CN Propanediamide,. N- [ (3S) -5 -benzoyl -2 , 3,4, 5-tetrahydro-l-methyl-2-oxo-lH-l, 5- 
benzodiazepin-3-yl] -2, 2 -dimethyl-N ' -(2,2, 2 - trif luoroethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Me 




o 



RN 847927-15-5 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
f luoro-2-methyl-N' -(3,3, 3 -trif luoro-2 -hydroxy- 1 , 1-dimethylpropyl ) - (9CI) 
(CA INDEX NAME) 




OH Me O F O 



RN 847927-16-6 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
f luoro-N' - (2 -f luoroethyl) -2-methyl- (9CI) (CA INDEX NAME) 
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RN 847927-17-7 HCAPLUS 

CN Propanediamide, N- (2 , 2 -dif luoroethyl) -N 1 - (6 , 7-dihydro-5-methyl-6-oxo-5H- 
dibenz [b, d] azepin- 7 -yl ) -2-f luoro -2 -methyl - (9CI) (CA INDEX NAME) 




RN 847927-18-8 HCAPLUS 

CN Propanediamide, N- (6 , 7 -dihydro-5 -methyl -6 -oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
f luoro-N' - [ (1R,2S) -2-f luorocyclopropyl] -2 -methyl-, rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




Me 0 



RN 847927-19-9 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
fluoro-2-methyl-N' - (3,3,4 ,4-tetraf luorobutyl) - (9CI) (CA INDEX NAME) 
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F2CH— CF2~ CH 2 - CH 2 ~ NH~ C~ C — C — NH O 

II I II 

0 Me O 

RN 847927-20-2 HCAPLUS 

CN Propanediamide, N~ (6, 7 -dihydro-5 -methyl-6 -oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
f luoro-N* - (3, 3,4,4-tetraf luorobutyl) - (9CI) (CA INDEX NAME) 




F2CH— CF2~ CH2— CH 2 ~ NH~ C" CH~ C NH O 

II I II 

O F O 
RN 847927-21-3 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5-methyl -6 -oxo-5H-dibenz [b , d] azepin-7 -yl ) -2- 
methyl-N' - [3- (1-methylethoxy) propyl] - (9CI) (CA INDEX NAME) 




i-PrO— (CH 2 ) 3-NH-C— CH-C— NH O 

II I II 

O Me O 



RN 847927-22-4 HCAPLUS 

CN Propanediamide, N- [(3S) -1- (cyclopropylmethyl) -2 , 3 , 4 , 5 -tetrahydro-2 -oxo- 1H- 
1, 5-benzodiazepin-3-yl] -2-methyl-N' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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H 




RN 847927-23-5 HCAPLUS 

CN Propanediamide, 2 -methyl -N- (2,2,3,3, 3 -pentaf luoropropyl ) -N' -[(3S)-2, 3,4,5- 
tetrahydro-1, 5 -dimethyl -2 -oxo-lH- 1 , 5-benzodiazepin-3 -yl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Me 




RN 847927-24-6 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (cyclopropylmethyl ) -2,3,4, 5-tetrahydro-l-methyl- 
2-oxo-lH-l, 5-benzodiazepin-3-yl] -2 -methyl -N' -(2,2,3,3, 3 -pentaf luoropropyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




t> 



RN 847927-25-7 HCAPLUS 

CN Propanediamide, N- [ (3S) -5-acetyl-l- (cyclopropylmethyl) -2 , 3 , 4 , 5-tetrahydro- 
2 -oxo- 1H- 1 , 5 -benzodiazepin- 3 -yl ] -2 -methyl -N '-(2,2,3,3,3 -pentaf luoropropyl ) - 
(9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



Ac 




RN 847927-26-8 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N r - [3- (1, 1-dimethylethoxy) propyl] -2 -methyl- (9CI) (CA INDEX NAME) 




t-BuO— (CH2)3— NH— C— CH-C— NH 0 

I! I II 

O Me O 

RN 847927-27-9 HCAPLUS 

CN Propanediamide, 2 -methyl -N- (2,2,3,3, 3 -pentaf luoropropyl ) -N f - [ (3S) -2,3,4,5- 
tetrahydro-2-oxo-l- (2-propynyl) -1H-1, 5 -benzodiazepine 3 -yl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



H 




RN 84792 7-28-0 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (cyclopropylcarbonyl) -2,3,4, 5-tetrahydro-l- 
methyl-2-oxo-lH-l, 5-benzodiazepin-3 -yl] -2 -methyl -N' -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me 




RN 847927-29-1 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
ethyl-N' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAMB) 




Et- CH— C — NH 0 

I II 

F3C-CF2-CH2-NH-C O 

II 

o 

RN 847927-3 0-4 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5 -methyl -6 -oxo- 5H-dibenz [b,d] azepin-7-yl) -2- 
(1-methylethyl) -N' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAME) 




i-Pr- CH— C— NH 0 

I II 

F3C- CF2~ CH2~ NH- C O 

II 

O 

RN 847927-31-5 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (cyclopropylmethyl) -2,3,4, 5-tetrahydro-2-oxo-l- 
(2-propynyl) -1H-1, 5-benzodiazepin-3 -yl] -2-methyl-N' -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847927-32-6 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (cyclopropylcarbonyl ) -2,3,4, 5- tetrahydro-2 -oxo-1- 
(2-propynyl) -1H-1, 5 -benzodiazepin- 3 -yl] -2 -methyl -N' -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847927-33-7 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5 -methyl - 6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N' - (2,2, 3,3,3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAME) 




F 3 C- CF 2 — CH2~ NH- C~ CH 2 ~ C NH O 
0 O 

RN 847927-34-8 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) - 
2, 2-dimethyl-N 1 - (2, 2 , 3, 3, 3-pentaf luoropropyl) - (9CI) (CA INDEX NAME) 
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F3C- CF2~ CH 2 — NH- C- C— C— NH O 

II I II 

O Me O 

RN 847927-35-9 HCAPLUS 

CN Propanediamide , N - ( 3 - f luoro- 6 , 7 -dihydrb - 5 -methyl - 6 -oxo- 5H- 

dibenz [b, d] azepin-7-yl) -2 -methyl -N ' -(2,2,3,3, 3 -pentaf luoropropyl) - (9CI) 
(CA INDEX NAME) 




F3C— CF 2 - CH2~ NH- C- CH— C— NH O 

II I II 

O Me O 



RN 847927-36-0 HCAPLUS 

CN Propanediamide, N- (2 -f luoro-6 , 7 -dihydro-5 -methyl-6 -oxo-5H- 

dibenz [b, d] azepin-7 -yl ) -2-methyl-N' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) 
(CA INDEX NAME) 



(9CI) 




F3C- CF2 - CH2 - NH— C~ CH~ C~ NH O 

II I II 

O Me O 



RN 847927-37-1 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7-dihydro-6-oxo-5H-dibenz [b, d] azepin- 7 -yl] -2- 
methoxy-N* - (2,2, 3, 3, 3 -pentaf luoropropyl ) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 847927-47-3 HCAPLUS 

CN Propanediamide, N- [ (7S) -5- ( cyclop ropylmethyl) -6 , 7 -dihydro-6 -oxo- 5H- 

dibenz [b, d] azepin-7-yl] -2 - f luoro-2 -methyl -N 1 -(3,3,4,4, 4 -pentaf luorobutyl) - 
, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me F 



RN 847927-50-8 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7-dihydro-5-methyl-6 -oxo-5H-dibenz [b,d] azepin-7- 
yl] -2-f luoro-2 -methyl -N' - (3 , 3 , 4 , 4 , 4 -pentaf luorobutyl) (2R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Me F 
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RN 847927-51-9 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b, d] azepin-7- 
yl] -2-f luoro- 2 -methyl -N» - (3 , 3 , 4 , 4 , 4 -pentaf luorobutyl ) -, (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Me F 



RN 847927-52-0 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b, d] azepin-7- 
yl] -2-methyl-N' - (3, 3, 4, 4, 4-pentaf luorobutyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847927-53-1 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro-5 -methyl -6 -oxo-5H-dibenz [b, d] azepin-7- 
yl]-2,2-dimethyl-N'-(3,3,4,4,4-pentafluorobutyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



searched by D. Arnold 571-272-2532 



Page 51 



Ward it)/ 76 7, 7*4 



0 G /01/2006 




Me Me 



RN 847927-54-2 HCAPLUS 

CN Propanediamide, N- [ (3S) -5-f ormyl-2 ,3,4, 5 -tetrahydro-l-methyl -2 -oxo-lH-1, 5- 
benzodiazepin-3-yl] -2 -methyl -N' -(2,2,3,3, 3 -pentaf luoropropyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Me 




RN 847927-55-3 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (f luoroacetyl ) -2,3,4, 5 - tetrahydro- 1 -methyl -2 -oxo- 
1H-1, 5-benzodiazepin-3 -yl] -2 -methyl -N '-(2,2,3,3,3 -pentaf luoropropyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




RN 84 7 927-56-4 HCAPLUS 

CN Propanediamide, 2 -methyl -N- (2,2,3,3, 3 -pentaf luoropropyl) -N'-[(3S)-2,3,4,5- 
tetrahydro-5- (methyl sulfonyl) -2 -oxo-1- (2,2, 2 -trif luoroethyl) -1H-1 , 5- 



searched by D. Arnold 571-272-2532 



Page 52 



Wi_\;i 10/767,784 08/01/2005 
benzodiazepin-3-yl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 

O 

Me // 




RN 847927-57-5 HCAPLUS 

CN Propanediamide, 2-methyl-N- (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) -N 1 - [ (3S) -2,3,4,5- 
tetrahydro-2-oxo-5- ( trif luoroacetyl ) -1- (2 , 2 , 2 - trif luoroethyl) -1H-1,5- 
benzodiazepin-3-yl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 84 7 92 7-58-6 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- ( 2 , 2 -dimethyl - 1-oxopropyl) -2 , 3 , 4 , 5 - tetrahydro- 1- 
methyl-2-oxo-lH-l, 5 -benzodiazepin-3 -yl] -N 1 - (2,2,3,3, 3 -pentaf luoropropyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



le 




RN 847927-59-7 HCAPLUS 

CN Propanediamide, N- [ (3S) -5- (2 , 2 -dimethyl -1-oxopropyl) -2 , 3 , 4 , 5 -tetrahydro- 1- 
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methyl -2 -oxo-lH-1, 5 -benzodiazepin-3 -yl] -2 -methyl -N 1 -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




RN 84 7927-60-0 HCAPLUS 

CN Propanediamide, N- [ (3S) -5 -acetyl -2,3,4,5 - tetrahydro - 2 -oxo -1- (2,2, 2 - 
trif luoroethyl) -1H-1 , 5-benzodiazepin-3 -yl] -2 ^methyl -N' - (2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ac 

I 




RN 847927-61-1 HCAPLUS 

CN Propanediamide, N- [ (3S) -5 -acetyl -2, 3,4, 5-tetrahydro-l-methyl-2-oxo-lH-l , 5- 
benzodiazepin-3 -yl] -2 -f luoro-2 -methyl -N ' -(2,2,3,3, 3 -pent af luoropropyl ) - 
(9CI) . (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




F F Me F \ 



RN 847927-62-2 HCAPLUS 

CN Propanediamide, N- [ (3S) -5 -acetyl-l-ethyl -2 , 3 , 4 , 5 -tetrahydro-2 -oxo-lH-1 , 5- 
benzodiazepin-3-yl] -2 , 2 -dimethyl -N ' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) - (9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry. 



Ac 

I 




O Et 



RN 847927-63-3 HCAPLUS 

CN Propanediamide, N- [ (3S) -5 -acetyl - 1 -ethyl -2 ,3,4, 5- tetrahydro-2 -oxo-lH-1, 5- 
benzodiazepin-3-yl] -2-methyl-N 1 - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Ac 




RN 847927-64-4 HCAPLUS 

CN Propanediamide, N- [ ( 3S) -5 -acetyl -2 , 3,4, 5 -tetrahydro-2 -oxo- 1 - (phenylmethyl ) - 
1H-1, 5-benzodiazepin-3-yl] -2 , 2 -dimethyl -N ' -(2,2,3,3, 3 -pentaf luoropropyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F F Me Me \ 



Ac 

RN 847927-65-5 HCAPLUS 

CN Propanediamide, N- [ (3S) -5-acetyl-l- [ (4 -fluorophenyl ) methyl] -2,3,4,5- 

tetrahydro-2-oxo-lH-l, 5 -benzodiazepin-3 -yl] -2,2 -dimethyl -N ' -(2,2,3,3,3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ac 

I 




F 



RN 847927-66-6 HCAPLUS 

CN Propanediamide, N- [ (3S) -5 -acetyl -1- [ (4 -fluorophenyl) methyl] -2,3,4,5- 
tetrahydro-2-oxo-lH-l , 5 -benzodiazepin-3 -yl] -2 -methyl -N '-(2, 2, 3, 3, 3- 
pentaf luoropropyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ac 

I 




F 



RN 847927-67-7 HCAPLUS 

CN Propanediamide, N- [ (3S) -l-acetyl-2 ,3,4, 5 -tetrahydro-4 -oxo-lH-1 , 5- 

benzodiazepin-3-yl] -2-methyl-N' - (2,2, 3 , 3 , 3 -pentaf luoropropyl ) -, (2R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 847927-68-8 HCAPLUS 

CN Propanediamide, N- [ (3S) -1 -acetyl -2 , 3,4, 5 - tebrahydro-4 -oxo- 1H- 1 , 5- 

benzodiazepin-3-yl] -2-methyl-N' - (2,2, 3, 3 , 3 -pentaf luoropropyl) (2S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 847927-69-9 HCAPLUS 

CN Propanediamide, N- [ (3S) -5 -acetyl -2 ,3,4, 5 -tetrahydro- 1 -methyl -2 -oxo- 1H-1 , 5- 
benzodiazepin-3 -yl] -2-methyl-N* -(2,2,3,3, 3 -pentaf luoropropyl ) - , (2R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




RN 847927-70-2 HCAPLUS 

CN Propanediamide, N- [ (3S) -5-acetyl-2, 3,4, 5 -tetrahydro- 1-methyl -2 -oxo-lH-1 , 5- 
benzodiazepin-3-yl] -2-methyl-N' - (2 , 2 , 3 , 3 , 3 -pentaf luoropropyl ) -, (2S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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Me 




RN 847927-71-3 HCAPLUS 

CN Propanediamide, N- [ (7S) -6, 7 -dihydro- 6 -oxo-5H-dibenz [b, d] azepin-7-yl] -2,2- 
dimethyl-N' - (3, 3 , 4 , 4 , 4 -pentaf luorobutyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847927-72-4 HCAPLUS 

CN Propanediamide, N- [ (7S) -6 , 7 -dihydro-6 -oxo-5H-dibenz [b,d] azepin-7-yl] -2- 
f luoro-2 -methyl -N' - (3 , 3 , 4 , 4 , 4 -pentaf luorobutyl) -, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




O 



RN 847927-74-6 HCAPLUS 

CN Propanediamide, N- [ (7S) -6 , 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b, d] azepin-7- 
yl] -2-f luoro-2-methyl-N' - (3 , 3 , 3 -trif luoropropyl) -, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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IT 847926-61-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of dibenzoazepinylmalonamides , dibenzooxepinylmalonamides , 
benzodiazepinylmalonamides , and related compds . as y-secretase 
inhibitors for treatment of Alzheimer's disease) 
RN 847926-61-8 HCAPLUS 

CN Propanediamide, 2 -methyl -N- (2,2,3,3,3 -pentaf luoropropyl ) -N'-[(3S)-2,3,4,5-. 
tetrahydro-2-oxo-l- (2,2, 2 - trif luoroethyl) -1H-1, 5 -benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F3C 




CF3 
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2004 : 675740 HCAPLUS 
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Preparation of malonamides and related compounds as 
y-secretase inhibitors for the treatment of 
Alzheimer's disease. 
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OTHER SOURCE(S): MARPAT 141:206827 

ED Entered STN: 19 Aug 2004 

AB Title compds. I [L = bond, (CH2)l-2, CH(CH3), etc.; C = cyclic ring, e.g., 
Ph, pyridinyl, f uranyl , etc.; X = (R2)l,2,3; (R2)l,2,3 = H, OH, halo, 
etc.; Rl, Rl' = H, alkyl, halo, etc.; R14 = H, alkyl, (CH2)20H, etc.; A = 
substituted 5 , 7-dihydro-6H-dibenz [b,d] azepin-6-ones , 1, 3 -dihydro-5 -phenyl- 
1, 4-benzodiazepin-2-ones , 3 , 4 -dihydro-2 -quinolinones , etc.] and their 
pharmaceutical^ acceptable salts and formulations were prepared For 
example, coupling of 3 -amino- 1 , 3 -dihydro- 1-methyl -5 -phenyl -2H- 1 , 4 - 
benzodiazepin-2-one and malonamic acid II, e.g., prepared from di-Et Me 
malonate in 3 -steps, afforded malonamide III in 67% yield. In 
y-secretase inhibition assays, 37-examples of compds. I exhibited 
IC50 values ranging from 0.003-0.11 i^M, the IC50 value of malonamide 
III was 0.83 liM. Compds. I are claimed useful for the treatment of 
Alzheimer's diseas 

IT 



Alzheimer 


• s disease 












741672 


-55 


-9P 


741672 


-56 


-OP 


741672 


-57 


-IP 


741672 


-58 


-2P 


741672 


-59 


-3P 


741672 


-65 


-IP 


741672 


-66 


-2P 


741672 


-68 


-4P 


741672 


-69 


-5P 


741672 


-70 


-8P 


741673 


-60 


-9P 


741673 


-61 


-OP 


741673 


-62 


-IP 


741673 


-63 


-2P 


741673 


-64 


-3P 


741673 


-65 


-4P 


741673 


-66 


-5P 


741673 


-67 


-6P 


741673 


-68 


-7P 


741673 


-69 


-8P 


741673 


-70 


-IP 


741673 


-71 


-2P 


741673 


-72 


-3P 


741673 


-73 


-4P 


741673 


-74 


-5P 


741673 


-75 


-6P 


741673 


-76 


-7P 


741673 


-77 


-8P 


741673 


-78 


-9P 


741673 


-79 


-OP 


741673 


-80 


-3P 


741673 


-81 


-4P 


741673 


-82 


-5P 


741673 


-83 


-6P 


741673 


-84 


-7P 


741673 


-85 


-8P 


741673 


-86 


-9P 


741673 


-87 


-OP 


741673 


-88 


-IP 


741673 


-89 


-2P 


741673 


-90 


-5P 


741673 


-91 


-6P 


741673 


-92 


-7P 


741673 


-93 


-8P 


741673 


-94 


-9P 


741673 


-95 


-OP 


741673 


-96 


-IP 


741673 


-97 


-2P 


741673 


-98 


-3P 


741673 


-99 


-4P 


741674 


-00 


-OP 


741674 


-04 


-4P 


741674 


-05 


-5P 


741674 


-06 


-6P 


741674 


-07 


-7P 


741674 


-08 


-8P 


741674 


-09 


-9P 


741674 


-10 


-2P 


741674 


-11 


-3P 


741674 


-12 


-4P 


741674 


-13 


-5P 


741674 


-14 


-6P 


741674 


-15 


-7P 


741674 


-16 


-8P 


741674 


-17 


-9P 


741674 


-18 


-OP 


741674 


-19 


-IP 


741674 


-20 


-4P 


741674 


-21 


-5P 


741674 


-22 


-6P 


741674 


-23 


-7P 


741674 


-24 


-8P 



searched by D. Arnold 571-272-2532 



Page 60 



Ward 10/ /6"7. 784 



08/01/2006 



741674-25-9P 741674-26-0P 741674-27-1P 
741674-28-2P 741674-29-3P 741674-30-6P 
741674-31-7P 741674-32-8P 741674 -33 - 9P 
741674-34-0P 741674-35-1P 741674-36-2P 
741674-37-3P 741674-38-4P 741674-39-5P 
741674-40-8P 741674-99-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of malonamides and related compds . as y-secretase 
inhibitors for the treatment of Alzheimer's disease.) 
RN 741672-55-9 HCAPLUS 

CN Propanediamide, N- [ (3, 5-dif luorophenyl) methyl] -N ' - (2 , 3 -dihydro- 1 -methyl -2 - 
oxo-5-phenyl-lH-l, 4 -benzodiazepin- 3 -yl ) -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741672-56-0 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N 1 - (2 , 3 -dihydro- 1 -methyl -2 - 
oxo- 5 -phenyl -1H-1, 4 -benzodiazepin- 3 -yl) -2 -fluoro-2 -methyl- (9CI) (CA 
INDEX NAME) 




RN 741672-57-1 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N' - (2 , 3 -dihydro- 1 -methyl -2- 
oxo-5-phenyl-lH-l, 4 -benzodiazepin-3 -yl ) -2 , 2-dimethyl- (9CI) (CA INDEX 
NAME) 
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RN 741672-58-2 HCAPLUS 

CN Propanediamide, N- [ (3 , 5-dif luorophenyl) methyl] -N ' - (2 , 3 -dihydro- 1-methyl -2 - 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) - (9CI) (CA INDEX NAME) 



F Ph 




RN 741672-59-3 HCAPLUS 

CN Propanediamide, N- [ (3 , 5-dif luorophenyl) methyl] -2 - f luoro-2 -methyl-N ' - 

(3,4,6, 7-tetrahydro-4-oxo-l-phenylpyrrolo [3,2,1-jk] [1, 4] benzodiazepin-3 - 
yl)- (9CI) (CA INDEX NAME) 




RN 741672-65-1 HCAPLUS 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl ) methyl] -2 -f luoro-2 -methyl -N ' - 
(1, 2, 3, 4-tetrahydro-2-oxo-3-quinolinyl) - (9CI) (CA INDEX NAME) 




RN 741672-66-2 HCAPLUS 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl ) methyl] -2-methyl-N' - [2,3,4,5- 

tetrahydro-l-methyl-2-oxo-5- (phenylmethyl) -1H-1, 5 -benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 
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RN 741672-68-4 HCAPLUS 

CN Propanediamide, N~ [ (3 , 5 -dif luorophenyl) methyl] -2 -methyl -N '-[2,3,4,5- 

tetrahydro-l-methyl-2-oxo-5- (phenyl sulf onyl ) -1H-1, 5-benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 




RN 741672-69-5 HCAPLUS 

CN Propanediamide, N- (5 -benzoyl -2 ,3,4, 5 -tetrahydro-1 -methyl -2-oxo-lH-l , 5- 

benzodiazepin-3-yl) -N' - [ (3 , 5 -dif luorophenyl) methyl] -2-methyl- (9CI) (CA 
INDEX NAME) 



F' 




741672-70-8 HCAPLUS 

Propanediamide, N- (7-chloro-2 , 3 -dihydro- 1 -methyl -2 -oxo-5 -phenyl- 1H- 1 , 4- 
benzodiazepin-3-yl) -N ' - [ (3 , 5 -dif luorophenyl ) methyl] -2-methyl- (9CI) (CA 
INDEX NAME) 
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Ph 




741673-60-9 HCAPLUS 

Propanediamide, N- t (3, 5 -dif luorophenyl ) methyl] -N 1 - (2 , 3 -dihydro- 1 -methyl-2 - 
oxo- 5 -phenyl -1H-1, 4 -benzodiazepin-3 -yl) -2-propyl- (9CI) (CA INDEX NAME) 



Ph 




741673-61-0 HCAPLUS 

Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N 1 - (2 , 3 -dihydro- l-methyl-2 - 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) -2- (1, 1-dimethylethyl) - (9CI) (CA 
INDEX NAME) 



Ph 




741673-62-1 HCAPLUS 

Propanediamide, N- [ (3, 5 -dif luorophenyl ) methyl] -N 1 - (2 , 3 -dihydro- l-methyl-2 - 
oxo- 5 -phenyl -1H-1, 4 -benzodiazepin-3 -yl) -2- ( 1-methylethyl) - (9CI) (CA 
INDEX NAME) 
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Ph 




RN 741673-63-2 HCAPLUS 

CN Propanediamide, N- [ ( 3 , 5 -dif luorophenyl ) methyl] -N' - (2, 3 -dihydro- 1 -methyl -2 - 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) -2-ethyl- (9CI) (CA INDEX NAME) 



F Ph 




RN 741673-64-3 HCAPLUS 

CN Propanediamide , N- [(3,5 -dif luorophenyl) methyl] -N ' - (2 , 3 -dihydro- 1 -methyl -2 - 
oxo-5-phenyl-lH-l, 4 -benzodiazepine 3 -yl ) -2-f luoro- (9CI) (CA INDEX NAME) 



F Ph 




RN 741673-65-4 HCAPLUS 

CN Propanediamide, N- [ ( 3 , 5 -dif luorophenyl) methyl] -N' - (6 , 7 -dihydro- 5 -methyl - 6 - 
oxo-5H-dibenz [b, d] azepin-7 -yl) -2-methyl- <9CI) (CA INDEX NAME) 
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RN 741673-66-5 HCAPLUS 

CN ' Propanediamide, N- [ (3, 5 -dif luorophenyl ) methyl] -N ' - (6 , 7-dihydro-5-methyl -6 - 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-f luoro-2 -methyl- (9CI) (CA INDEX NAME) 




RN 741673-67-6 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N' - (6, 7-dihydro-5 -methyl -6 - 
oxo-5H-dibenz [b,d] azepin-7-yl) -2- (1-methylethyl) - (9CI) (CA INDEX NAME) 




RN 741673-68-7 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N ' - (6 , 7 -dihydro- 5 -methyl -6 - 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-ethyl- (9CI) (CA INDEX NAME) 




CN Propanediamide, N- [ (3, 5-dif luorophenyl) methyl] -N' - (6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-f luoro- (9CI) (CA INDEX NAME) 
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RN 741673-70-1 HCAPLUS 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl ) methyl] -N* - (6, 7-dihydro-5 -methyl - 6 - 
oxo-5H-dibenz [b,d] azepin-7-yl) -2 , 2-dimethyl- (9CI) (CA INDEX NAME) 




RN 741673-71-2 HCAPLUS 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl) methyl] -N 1 - (6 , 7 -dihydro-5 -methyl -6 - 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-propyl- (9CI) (CA INDEX NAME) 




RN 741673-72-3 HCAPLUS 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl ) methyl] -N' - (6, 7 -dihydro-5 -methyl -6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2- (phenylmethyl ) - (9CI) (CA INDEX NAME) 
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RN 741673-73-4 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N' - (6, 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b, d] azepin- 7-yl ) -2- (1, 1-dimethylethyl) - (9CI) (CA INDEX 
NAME) 




RN 741673-74-5 HCAPLUS 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl) methyl] -N ' - (6, 7 -dihydro-5 -methyl -6- 
oxo-5H-dibenz [b,d] azepin-7-yl) - (9CI) (CA INDEX- NAME) 




RN 741673-75-6 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) 
N' - [ (4 -methoxyphenyl ) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 
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CN Propanediamide, N- (6 , 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - (phenylmethyl ) - (9CI) (CA INDEX NAME) 




Ph~ CH 2 - NH- C- CH— C— NH O 

II I II 

O Me O 
RN 741673-77-8 HCAPLUS 

CN Propanediamide, N- ( 6 , 7 -dihydro-5 -methyl - 6-oxo-5H-dibenz [b,d] azepin-7-yl) - 
N ' - [ (3 , 4 -dimethoxyphenyl) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741673-78-9 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7 -yl ) - 
N 1 -[ (4- f luorophenyl) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 
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RN 741673-79-0 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - [ (3 -methylphenyl ) methyl] - (9CI) (CA INDEX NAME) 




RN 741673-80-3 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - [ (4 -methylphenyl) methyl ] - (9CI) (CA INDEX NAME) 




RN 741673-81-4 HCAPLUS 

CN Propanediamide, N- [ (4 -chlorophenyl) methyl] -N' - (6, 7 -dihydro-5-methyl-6-oxo- 
5H-dibenz [b,d] azepin-7-yl) -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741673-82-5 HCAPLUS 

CN Propanediamide, N- [ (3, 5 -dichlorophenyl ) methyl] -N ' - (6, 7 -dihydro-5 -methyl - 6- 
oxo-5H-dibenz [b, d] azepin-7 -yl) -2 -methyl- (9CI) (CA INDEX NAME) 
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RN 741673-83-6 HCAPLUS 

CN Propanediamide, N- [ (3 -chlorophenyl) methyl] -N 1 - (6 , 7-dihydro-5-methyl-6-oxo- 
5H-dibenz [b f d] azepin-7-yl) -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741673-84-7 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N' - [ (3 , 5-dimethoxyphenyl) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741673-85-8 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' -[ [3- ( trif luoromethyl) phenyl] methyl] - (9CI) (CA INDEX NAME) 
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RN 741673-86-9 HCAPLUS 

CN Propanediamide, N- [ (2 , 5 -di f luorophenyl ) methyl] -N ' - (6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz[b,d]azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




RN 741673-87-0 HCAPLUS 

CN ' Propanediamide, N- (6, 7 -dihydro-5 -methyl -6 -oxo- 5H-dibenz [b, d] azepin-7-yl) -2- 
methyl-N'- [(2,3, 5-trif luorophenyl) methyl] - (9CI) (CA INDEX NAME) 




RN 741673-88-1 HCAPLUS 

CN Propanediamide, N- (2, 3 -dihydro-1 -methyl -2 -oxo-5-phenyl -1H-1, 4- 

benzodiazepin-3 -yl) -N'- [ (4 -methoxyphenyl) methyl] -2-methyl- (9CI) (CA 
INDEX NAME) 



Ph 




RN 741673-89-2 HCAPLUS 

CN Propanediamide, N- (2, 3 -dihydro-1 -methyl -2 -oxo- 5 -phenyl -1H-1, 4- 

benzodiazepin-3-yl) -2-methyl-N' - (phenylmethyl ) - (9CI) (CA INDEX NAME) 
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O Me O 

II I II 

Ph- CH 2 ~ NH- C- CH- C- 




RN 741673-90-5 HCAPLUS 

CN Propanediamide, N- (2 , 3 -dihydro- 1 -methyl-2 -oxo-5 -phenyl -1H- 1 , 4- 

benzodiazepin-3-yl) -N 1 - [ (3 , 4 -dimethoxyphenyl ) methyl] -2 -methyl- (9CI) 
INDEX NAME) 



(CA 



OMe 



MeO. 




O Me O 

II I II 

CH 2 - NH— C— CH- C- NH- 




Me 



RN 741673-91-6 HCAPLUS 

CN Propanediamide, N- (2 , 3 -dihydro- 1 -methyl -2 -oxo- 5 -phenyl -1H- 1 , 4 
benzodiazepin-3 -yl) -N ' ' ' " " 1 " 1 ' 

NAME) 



[ (4- fluorophenyl) methyl] -2 -methyl- (9CI) (CA INDEX 




N' 



O Me O 

II I II 

CH 2 - NH- C- CH- C- NH 1 




\ 



Me 



RN 741673-92-7 HCAPLUS 

CN Propanediamide, N- (2 , 3 -dihydro- 1 -methyl -2 -oxo- 5 -phenyl -1H-1 , 4 - 
benzodiazepin-3-yl) -2-methyl-N" - [ (4 -methylphenyl) methyl] - (9CI) 
NAME) 



(CA INDEX 
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741673-93-8 HCAPLUS 

Propanedi amide, N- (2 , 3 -dihydro- 1 -methyl -2 -oxo-5 -phenyl - 1H-1 , 4 - 
benzodiazepin-3-yl) -2 -methyl -N' - [ ( 3 -methylphenyl ) methyl] - (9CI) (CA INDEX 
NAME) ' ' 



Ph 




74 1673 - 94 - 9 HCAPLUS 

Propanediamide, N- [ (4 -chlorophenyl) methyl] -N 1 - (2 , 3 -dihydro-l-methyl-2 -oxo- 
5-phenyl-lH-l,4-benzodiazepin-3-yl) -2 -methyl- (9CI) (CA INDEX NAME) 



Ph 




741673-95-0 HCAPLUS 

Propanediamide , N- [ (3 , 5 -dichlorophenyl) methyl] -N ' - (2 , 3 -dihydro-l-methyl-2 - 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) -2 -methyl- (9CI) (CA INDEX NAME) 



CI Ph 
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741673-96-1 HCAPLUS 

Propanediamide , N- (2 , 3 -dihydro- 1 -methyl - 2 -oxo - 5 -phenyl - 1H - 1 , 4 - 
benzodiazepin-3-yl) -N ' - [ (3 -fluorophenyl) methyl] -2 -methyl- (9CI) (CA INDEX 
NAME) 




741673-97-2 HCAPLUS 

Propanediamide, N- (2 , 3 -dihydro- 1 -methyl -2 -oxo-5 -phenyl -1H-1, 4- 
benzodiazepin-3-yl) -N ' - [ (3 , 5 -dime thoxyphenyl ) methyl] -2-methyl- (9CI) (CA 
INDEX NAME) 




741673-98-3 HCAPLUS 

Propanediamide, N- (2 , 3-dihydro-l-methyl-2-oxo-5-phenyl-lH-l, 4- 
benzodiazepin-3-yl) -2-methyl-N' - [ [3- ( trif luoromethyl) phenyl] methyl] - (9CI) 
(CA INDEX NAME) 




74167 3-99-4 HCAPLUS 

Propanediamide, N- [ (2 , 5-dif luorophenyl) methyl] -N 1 - (2 , 3 -dihydro- 1 -methyl -2 - 
oxo-5 -phenyl -1H-1, 4 -benzodiazepin-3 -yl) -2-methyl- (9CI) (CA INDEX NAME) 
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F 



RN 741674-00-0 HCAPLUS 

CN Propanediamide , N- (2,3 -dihydro- 1 -methyl- 2 -oxo- 5 -phenyl -1H-1, 4 - 

benzodiazepin-3-yl) -2 -methyl -N" - [{2,3, 5- trif luorophenyl) methyl] - (9CI) 
(CA INDEX NAME) 



F Ph 




RN 741674-04-4 HCAPLUS 

CN Propanediamide , N- (6 , 7 -dihydro- 5 -methyl- 6 -oxo- 5H-dibenz [b, d] azepin-7-yl) - 
N ' - [ ( 2 - f luorophenyl ) methyl ] - 2 -methyl - (9CI) (CA INDEX NAME) 




RN 741674-05-5 HCAPLUS 

CN Propanediamide, N- [ (2 -chlorophenyl) methyl] -N' - (6, 7 -dihydro- 5 -methyl -6-oxo- 
5H-dibenz [b,d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 
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RN 741674-06-6 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7 -yl ) -2- 
methyl-N' -[ (2 -methylphenyl) methyl] - (9CI) (CA INDEX NAME) 




RN 741674-07-7 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) - 
N 1 - [ (2 -methoxyphenyl ) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741674-08-8 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
methyl-N' -[ [2- (trif luoromethyl ) phenyl] methyl] - (9CI) (CA INDEX NAME) 




RN 741674-09-9 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) - 
N ' - [ ( 3 -methoxyphenyl) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 
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RN 741674-10-2 HCAPLUS 

CN Propanediamide , N- (6 , 7 -dihydro-5 -methyl - 6 -oxo- 5H-dibenz [b , d] azepin- 7 -yl ) - 2 - 
methyl -N» -[ [4- ( trifluoromethyl ) phenyl] methyl] - (9CI) (CA INDEX NAME) 




RN 741674-11-3 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N ' - ( 6 , 7 -dihydro-5 -methyl -6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-methoxy- (9CI) (CA INDEX NAME) 




F 



RN 741674-12-4 HCAPLUS 

CN Propanediamide, N-[(2S,5S)-2- (aminocarbonyl ) -1,2,4,5,6, 7-hexahydro-4 - 

oxoazepino [3 , 2 , 1-hi] indol-5-yl] -N ' - [ (3 , 5 -dif luorophenyl) methyl] - 2 -methyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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F 



RN 741674-13-5 HCAPLUS 

CN Propanediamide, N- t (2S, 5S) -2-cyano-l, 2 , 4 , 5, 6, 7 -hexahydro-4 - 

oxoazepino [3,2, 1-hi] indol-5-yl] -N» - [ (3 , 5-dif luorophenyl) methyl] - 2 -methyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NC 




F 



RN 741674-14-6 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N'-[(2S,5S)-1,2,4,5,6,7- 

hexahydro-4-oxo-2- [ [ (2 - thienylacetyl) amino] methyl] azepino [3 , 2 , 1-hi] indol-5- 
yl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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F 



RN 741674-15-7 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N 1 - [ (2S , 5S) -2 - [ [ [ (4 - 

f luorophenyl) acetyl] amino] methyl] -1,2,4,5,6 , 7 -hexahydro-4 -oxoazepino [3,2,1- 
hi] indol-5-yl] -2-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 741674-16-8 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N ' - [ (2S, 5S) -1 , 2 , 4 , 5 , 6 , 7- 

hexahydro-4-oxo-2- [ [ (2 - thienylacetyl) amino] methyl] azepino [3 , 2 , 1 -hi] indol-5- 
yl] -2, 2 -dimethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 741674-17-9 HCAPLUS 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N ' - [ (2S , 5S) -2 - [ [ [ (4 - 

fluorophenyl) acetyl] amino] methyl] -1,2,4,5,6, 7 -hexahydro-4 -oxoazepino [3,2,1- 
hi] indol-5-yl] -2, 2 -dimethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 741674-18-0 HCAPLUS 

CN Propanediamide, N- (6 , 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' -phenyl- (9CI) (CA INDEX NAME) 
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PhNH— C- CH— C — NH O 

II I II 

O Me O 
RN 741674-19-1 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7 -yl ) -2- 
methyl-N' - (2 -phenylethyl) - (9CI) (CA INDEX NAME) 




Ph~ CH2 — CH2 - NH— C~ CH~ C~ NH O 

II I II 

0 Me O 
RN 741674-20-4 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7 -yl ) - 
N» - [2- (4-fluorophenyl) ethyl] -2-methyl- (9CI) (CA INDEX NAME) 




RN 741674-21-5 HCAPLUS 

CN Propanediamide, N- [2- (4 -chlorophenyl ) ethyl] -N r - (6, 7 -dihydro-5 -methyl-6-oxo- 
5H-dibenz [b,d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 
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RN 741674-22-6 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b ( d] azepin-7-yl) - 
N ' - [2 - (3 -f luorophenyl) ethyl] -2 -methyl - (9CI) (CA INDEX NAME) , 




RN 741674-23-7 HCAPLUS 

CN Propanediamide, N- {6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
methyl-N' - (3 -pyridinylmethyl ) - (9CI) (CA INDEX NAME) 




RN 741674-24-8 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - (2 -pyridinylmethyl ) - (9CI) (CA INDEX NAME) 
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RN 741674-25-9 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N' - (2 - f uranylmethyl ) -2 -methyl- (9CI) (CA INDEX NAME) 



O Me O 



- NH~ C~ CH- C~ NH- CH2 



Me 



RN 741674-26-0 HCAPLUS 

CN Propanediamide, N- (6,7 -dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2 - 
methyl -N' - (4 -pyridinylmethyl ) - (9CI) (CA INDEX NAME) 




RN 741674-27-1 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' -[ (5 -methyl -2 - f uranyl ) methyl] - (9CI) (CA INDEX NAME) 




RN 741674-28-2 HCAPLUS 

CN Propanediamide, N- (benzo [b] thien-3-ylmethyl) -N 1 - ( 6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b, d] azepin-7-yl) -2 -methyl- (9CI) (CA INDEX NAME) 
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RN 741674-29-3 HCAPLUS 

CN Propanediamide, N- (6 , 7 -dihydro-5 -methyl- 6 -oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - (1-phenylethyl) - (9CI) (CA INDEX NAME) 




Me" CH~ NH- C~ CH— C NH 0 

I I! I II 

Ph O Me O 

RN 741674-30-6 HCAPLUS 

CN Propanediamide, N 1 - (6 , 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N- (2 -hydroxy ethyl) -2 -methyl -N- (phenylmethyl ) - (9CI) (CA INDEX NAME) 




HO- CH2~ CH2~ N— C~ CH~ C~ NH O 

II I II 

O Me O 
RN 741674-31-7 HCAPLUS 

CN Propanediamide, N' - ( 6 , 7 -dihydro-5 -methyl -6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N, 2-dimethyl-N- (phenylmethyl) - (9CI) (CA INDEX NAME) 
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Ph- CH2-N~C- CH— C NH O 

MM II 

Me O Me 0 
RN 741674-32-8 HCAPLUS 

CN Propanediamide, N- (2 -cyanoethyl ) -N ' - ( 6 , 7 -dihydro-5 -methyl -6 -oxo-5H- 

dibenz [b, d] azepin-7 -yl ) -2 -methyl -N- (phenylmethyl) - (9CI) (CA INDEX NAME) 




O Me O 



RN 741674-33-9 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7 -yl) -2- 
methyl-N' - (1, 2 , 3 , 4 - tetrahydro-l-naphthalenyl ) - (9CI) (CA INDEX NAME) 




RN 741674-34-0 HCAPLUS 

CN Propanediamide, N- (2, 3-dihydro-lH-indeh-l-yl) -N' - (6, 7 -dihydro-5 -methyl- 6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 
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RN 741674-35-1 HCAPLUS 

CN Propanediamide, N- (4 , 6-dif luoro-2 , 3 -dihydro-lH-inden- 1-yl) -N ' - (6 , 7-dihydro- 
5-methyl-6-oxo-5H-dibenz[b,d]azepin-7-yl) -2 -methyl- (9CI) (CA INDEX NAME) 




F 



RN 741674-36-2 HCAPLUS 

CN Propanediamide, N- (2 , 3 -dihydro- 1-hydroxy-lH- inden-2 -yl) -N' - (6, 7-dihydro-5- 
methyl-6-oxo-5H-dibenz [b, d] azepin-7 -yl ) -2-methyl- (9CI) (CA INDEX NAME) 




RN 741674-37-3 HCAPLUS 

CN Propanediamide, N- (2 , 3 -dihydro- 1H- inden-2 -yl) -N ' - ( 6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz[b,d]azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 
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RN 741674-38-4 HCAPLUS 

CN Propanedi amide, N- [ (2, 2 -dif luoro-l-phenylcyclopropyl) methyl] -N f -(6,7- 
dihydro-5 -methyl -6 -oxo-5H-dibenz [b, d] azepin-7-yl) -2 -methyl- (9CI) (CA 
INDEX NAME) 




RN 741674-39-5 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5 -methyl-6 -oxo-5H-dibenz [b,d] azepin-7-yl) - 
N 1 - [ (2,2-dimethyl-l,3-dioxolan-4-yl)methyl] -2 -methyl- (9CI) (CA INDEX 
NAME) 




RN 741674-40-8 HCAPLUS 

CN Propanediamide, N- (6, 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' - [ (tetrahydro-2-furanyl) methyl] - (9CI) (CA INDEX NAME) 
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O Me O 

II I II 

NH- C- CH- C- NH- CH 2 



RN 741674-99-7 HCAPLUS 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N' - [ (3-f luorophenyl) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 



O Me O 

II I II 

• NH- C~ CH- C- NH- CH 2 




Me 



=> d ibib ab hitstr 
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BIOSIS' - CONTINUE? (Y)/N:n 
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APPLICATION 
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1 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to malonamide derivatives of formula ##STR1## 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



wherein ##STR2## 



IT 



is a cyclic ring, selected from the group consisting of phenyl, 
pyridinyl , f uranyl , benzo [b] thiophenyl , tetrahydronaphthyl , indanyl , 
2,2-dimethyl- [1, 3]dioxolanyl and tetrahydrof uranyl ; ##STR3## 

is selected from the group consisting of ##STR4## 

and R.sup.l, R.sup.l', R.sup.2, R.sup.3, R. sup. 11, R. sup. 12, R. sup. 13, 
R. sup. 14, n and X are as defined in the specification and to 
pharmaceutically acceptable acid addition salts thereof The compounds 
are y-secretase inhibitors. Thus, the invention also relates to 
pharmaceutical compositions containing these compounds and to a method 
of treating Alzheimer's disease by administering the compounds of the 
invention . 
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RN 
CN 



(preparation of malonamides and related compds . as y-secretase 
inhibitors for the treatment of Alzheimer's disease.) 
741672-55-9 US PAT FULL 

Propanediamide, N- [ (3, 5-dif luorophenyl) methyl] -N' - (2, 3-dihydro-l-methyl-2- 
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oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741672-56-0 USPATFULL 

CN Propanediamide, N- [ (3 , 5-dif luorophenyl) methyl] -N' - (2, 3 -dihydro- 1 -methyl -2 - 
oxo- 5 -phenyl - 1H-1 , 4 -benzodiazepine 3 -yl) -2-fluoro- 2 -methyl- (9CI) (CA 
INDEX NAME) 




RN 741672-57-1 USPATFULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N' - (2 , 3 -dihydro- 1-methyl -2 - 
oxo- 5 -phenyl - 1H- 1 , 4 -benzodiazepin - 3 -yl ) - 2 , 2 -dimethyl - ( 9CI ) ( CA INDEX 
NAME) 




RN 741672-58-2 USPATFULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N' - (2 , 3 -dihydro- 1-methyl -2 - 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) - (9CI) (CA INDEX NAME) 
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CH 2 -NH~ C- CH 2 




RN 741672-59-3 US PAT FULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -2 -f luoro-2 -methyl -N 1 - 

(3,4,6, 7-tetrahydro-4 -oxo- 1 -phenylpyrrolo [3,2,1-jk] [1,4] benzodiazepin-3 - 
yl)- (9CI) (CA INDEX NAME) 




O Me O 

II Ml 1 

CH 2 ~ NH — C— C- C~ NH 1 

I 




RN 741672-65-1 USPATFULL 

CN Propanediamide, N- [ (3 , 5-dif luorophenyl) methyl] -2 ~ f luoro-2 -methyl-N ' 
(l,2,3,4-tetrahydro-2-oxo-3-quinolinyl) - (9CI) (CA INDEX NAME) 



F 




F 



RN 741672-66-2 USPATFULL 

CN Propanediamide, N- [ (3, 5-dif luorophenyl) methyl] -2-methyl-N* - [2, 3,4,5- 

tetrahydro-l-methyl-2-oxo-5- (phenylmethyl) -1H-1, 5 -benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 




RN 741672-68-4 USPATFULL 
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Propanediamide, N- [ (3, 5 -dif luorophenyl) methyl] -2 -methyl -N ' -[2,3,4,5- 

tetrahydro-1 -methyl -2 -oxo-5- (phenylsulf onyl ) -1H-1, 5-benzodiazepin-3 -yl] - 
(9CI) (CA INDEX NAME) 




741672-69-5 US PAT FULL 

Propanediamide, N- ( 5 -benzoyl -2 , 3,4, 5-tetrahydro-l-methyl-2-oxo-lH-l , 5- 

benzodiazepin-3 -yl) -N 1 - [ (3 , 5 -dif luorophenyl ) methyl] -2 -methyl- (9CI) (CA 
INDEX NAME) 




741672-70-8 USPATFULL 

Propanediamide , N- (7-chloro-2 , 3 -dihydro- 1 -methyl -2 -oxo-5 -phenyl -1H-1 , 4- 
benzodiazepin-3-yl) -N 1 - [ (3 , 5 -dif luorophenyl ) methyl] -2 -methyl- (9CI) (CA 
INDEX NAME) 




741673-60-9 USPATFULL 

Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N 1 - (2 , 3 -dihydro-l-methyl-2 - 
oxo-5 -phenyl -1H-1, 4-benzodiazepin-3 -yl) -2-propyl- (9CI) (CA INDEX NAME) 
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Ph 




RN 741673-61-0 USPATFULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N f - (2 , 3-dihydro-l-methyl-2- 
oxo- 5 -phenyl -1H-1, 4 -benzodiazepin-3 -yl ) -2- (1, 1-dimethylethyl ) - (9CI) 
(CA INDEX NAME) 



Ph 




RN 741673-62-1 USPATFULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N 1 - (2 , 3 -dihydro- 1 -methyl -2 - 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) -2- (1-methylethyl ) - (9CI) (CA 
INDEX NAME) 



Ph 




RN 741673-63-2 USPATFULL 

CN Propanediamide, N- [(3,5 -dif luorophenyl ) methyl] -N 1 - (2 , 3 -dihydro- 1 -methyl -2 - 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) -2 -ethyl- (9CI) (CA INDEX NAME) 
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RN 741673-64-3 USPATFULL 

CN Propanediamide, N- [ (3, 5-dif luorophenyl) methyl] -N' - (2, 3-dihydro-l~methyl-2- 
oxo-5-phenyl-lH-l,4-benzodiazepin-3-yl) -2-f luoro- (9CI) (CA INDEX NAME) 




RN 741673-65-4 USPATFULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N' - (6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741673-66-5 USPATFULL 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl) methyl] -N 1 - (6, 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b , d] azepin-7 -yl ) -2 -fluoro-2 -methyl- (9CI) (CA INDEX NAME) 
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RN 741673-67-6 US PAT FULL 

CN Propanedi amide, N- [ (3, 5 -dif luorophenyl ) methyl] -N ' - (6 , 7 -dihydro-5 -methyl -6 - 
oxo-5H-dibenz [b,d] azepin-7-yl) -2- ( 1-methylethyl ) - (9CI) (CA INDEX NAME) 




RN 741673-68-7 US PAT FULL 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl ) methyl] -N 1 - (6 , 7-dihydro-5 -methyl -6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-ethyl- (9CI) (CA INDEX NAME) 




RN 741673-69-8 USPATFULL 

CN Propanediamide, N- [ (3, 5 -dif luorophenyl) methyl] -N' - (6, 7 -dihydro-5 -methyl -6 - 
oxo-5H-dibenz [b, d] azepin-7 -yl ) -2-fluoro- (9CI) (CA INDEX NAME) 




RN 741673-70-1 USPATFULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N ' - (6 , 7 -dihydro-5 -methyl -6 - 
oxo-5H-dibenz [b, d] azepin-7-yl) -2 , 2-dimethyl- (9CI) (CA INDEX NAME) 
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RN 741673-71-2 US PAT FULL 

CN Propanediamide, N- [ ( 3 , 5-dif luorophenyl) methyl] -N' - (6, 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2-propyl- (9CI) (CA INDEX NAME) 




RN 741673-72-3 US PAT FULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N 1 - (6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b,d] azepin-7-yl) -2- (phenylmethyl ) - (9CI) (CA INDEX NAME) 




RN 741673-73-4 US PAT FULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl) methyl] -N 1 - (6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz [b, d] azepin- 7 -yl) -2- ( 1 , 1-dimethylethyl) - (9CI) (CA INDEX 
NAME) 
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RN 741673-74-5 USPATFULL 

CN Propanediamide, N- [ (3 , 5 -dif luorophenyl ) methyl] -N ' - ( 6 , 7 -dihydro-5-methyl -6- 
oxo-5H-dibenz [b, d] azepin-7 -yl ) - (9CI) (CA INDEX NAME) 




RN 741673-75-6 USPATFULL 

CN Propanediamide, N- (6, 7 -dihydro-5 -methyl- 6-oxo- 5H-dibenz [b,d] azepin-7-yl) - 
N' -[ (4 -methoxyphenyl) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 




RN 741673-76-7 USPATFULL 

CN Propanediamide, N- (6 , 7 -dihydro-5 -methyl- 6 -oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
methyl-N' - (phenylmethyl ) - (9CI) (CA INDEX NAME) 
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O Me O 



RN 741673-77-8 USPATFULL 

CN Propanediamide, N- (6 , 7 -dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) - 
N 1 - [ (3 , 4 -dimethoxyphenyl) methyl] -2 -methyl - (9CI) (CA INDEX NAME) 




CN Propanediamide, N- (6, 7-dihydro-5 -methyl -6 -oxo-5H-dibenz [b,d] azepin-7-yl) - 
N» -[ (4 -f luorophenyl) methyl] -2 -methyl- (9CI) (CA INDEX NAME) 




CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b,d] azepin-7-yl) -2- 
methyl-N' -[ (3 -methylphenyl ) methyl] - (9CI) (CA INDEX NAME) 
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RN 741673-80-3 USPATFULL 

CN Propanediamide, N- (6, 7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin-7-yl) -2- 
methyl -N ' - [ (4 -methylphenyl ) methyl] - (9CI) (CA INDEX NAME) 




RN 741673-81-4 USPATFULL 

CN Propanediamide, N-[ (4 -chlorophenyl) methyl] -N 1 - (6 , 7-dihydro-5-methyl-6-oxo- 
5H-dibenz [b,d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




RN 741673-82-5 USPATFULL 

CN Propanediamide, N- [ (3, 5 -dichlorophenyl ) methyl] -N ' - (6 , 7-dihydro-5-methyl-6- 
oxo-5H-dibenz[b,d]azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 




RN 741673-83-6 USPATFULL 

CN Propanediamide, N- [ (3 -chlorophenyl ) methyl] -N' - (6, 7-dihydro-5-methyl-6-oxo- 
5H-dibenz [b, d] azepin-7-yl) -2-methyl- (9CI) (CA INDEX NAME) 
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=ON PLU=ON (Lll OR LI 2 



L2 7 
L2 8 
L2 9 
L31 

L37 

L38 
L39 



OR LAROCHE) 



OR L13 OR L14 OR 



34 
2 
10 
17 



0 
17 



LIS OR L16 OR L17) 

SEA FILE=HCAPLUS ABB = ON PLU=ON L2 6 AND 
SEA FILE=HCAPLUS ABB=ON PLU=ON L27 AND 
SEA FILE=HCAPLUS ABB=ON PLU=ON L27 AND 
SEA FILE=HCAPLUS ABB=ON PLU=ON (L27 OR 
(PHARM?/SC,SX) 

QUE ABB=ON PLU=ON 7HYDROQUINOLIN? OR TETRAHYDROQUINOLI 
N? OR ((HYDRO OR TETRAHYDRO) (2A) QUINOLIN? ) 
SEA FILE=HCAPLUS ABB=ON PLU=ON L2 6 AND L37 
SEA FILE=HCAPLUS ABB=ON PLU=ON L3 8 OR L31 



(L24 OR L25) 

?MALONAMID? 

L18 

L28 OR L29) AND 



=> d que 163 

L6 STR 



7 
O 



8 
O 



N %^ 
3 5 



Gl 



16 Q 



@14 



25 



23 

9 

r 9 10 ^ 

> ? 11 C 2 4 

\13 12/^/ 
C'v-C 99 

/ *i 22 

17 C C 18 

19 20 



49 O- 



-v-» 42 
C 



39 

41 ^ 
^CT^ ^C 3 8 I 
> > 40 C 46 

@48 \ /V 

C^N 43 
4 7 4 4 



34 



33 O. 



26 



c 

^ 32 



C27 \ 

^28 C 36 61 0 

\ /V 

N-v- C 35 
30 29 '"' @60 



62 ^ 



63 
C 

/V 4 

C 50 \ 
< 52 C 5 8 

\ /V 

N-v-C 55 
59 56 



C 53 

^ 57 



76 



75 Q. 



77 
C 

\ 



C 67 V 



65 

68 



@74 



C 64 
* 66 



C 72 



73 70 



C 

69 
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O 84 
79 ^ 

@?8 80 

83 C V 8 c V C ^ c 85 
87 C K C ^ C 86 



Page 2 -A 

VAR Gl=14/3l/48/60/74/78 
NODE ATTRIBUTES: 



CONNECT 


IS 


El 


RC 


AT 


7 


CONNECT 


IS 


El 


RC 


AT 


8 


CONNECT 


IS 


El 


RC 


AT 


16 


CONNECT 


IS 


El 


RC 


AT 


33 


CONNECT 


IS 


El 


RC 


AT 


49 


CONNECT 


IS 


El 


RC 


AT 


61 


CONNECT 


IS 


El 


RC 


AT 


75 


CONNECT 


IS 


El 


RC 


AT 


84 



i 



DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 



NUMBER 


OF NODES IS 


87 






STEREO' 


ATTRIBUTES: NONE 






Lll 


QUE 


ABB = ON 


PLU=ON 


GALLEY, G?/AU 


L12 


QUE 


ABB=ON 


PLU=ON 


GOERGLER, A?/AU 


L13 


QUE 


ABB=ON 


PLU=ON 


JACOBSEN, H?/AU 


L14 


QUE 


ABB=ON 


PLU=ON 


KITAS, E?/AU 


L15 


QUE 


ABB=ON 


PLU=ON 


ARGIRIOS, E?/AU 


L16 


QUE 


ABB=ON 


PLU=ON 


PETERS , J?/AU 


L17 


QUE 


ABB=ON 


PLU=ON 


PETERS, U?/AU 


L42 


QUE 


ABB=ON 


PLU=ON 


(A61K031-47 OR A61K03 1 -4704 ) /IPC 


L43 


QUE 


ABB = ON 


PLU=ON 


(A61K031-55 OR A61K031-551 OR A61K03 




1-5513) /IPC 






L4 5 


QUE 


ABB = ON 


PLU=ON 


(D622 (P) J372) /M0 , Ml , M2 , M3 , M4 , M5 , M6 


L4 6 


QUE 


ABB = ON 


PLU=ON 


(D780 (P) J372) /M0,M1,M2,M3,M4,M5,M6 



L4 8 82 SEA FILE=WPIX SSS FUL L6 

L49 2 SEA FILE=WPIX ABB=ON PLU=ON L4 8/DCR 

L50 2 SEA FILE^WPIX ABB = ON PLU=ON (RAF7SZ/DCN OR RAF81C/DCN OR 

RAF81D/DCN OR RAF81E/DCN OR RAF81F/DCN OR RAF81G/DCN OR 

RAF81K/DCN. OR RAF81L/DCN OR RAF81M/DCN OR RAF81N/DCN OR 

RAF810/DCN OR RAF81P/DCN OR RAF81Q/DCN OR RAF81R/DCN OR 

RAF81S/DCN OR RAF81T/DCN OR RAF81V/DCN OR RAF81W/DCN OR 

RAF81X/DCN OR RAF81Y/DCN OR RAF81Z/DCN OR RAF820/DCN OR 

RAF821/DCN OR RAF822/DCN OR RAF823/DCN OR RAF824/DCN OR 

RAF825/DCN OR RAF826/DCN OR RAF827/DCN OR RAH9NA/DCN OR 

RAH9NB/DCN OR RAH9ND/DCN OR RAH9NE/DCN OR RAH9NG/DCN OR 

RAH9NH/DCN OR RAH9NI/DCN OR RAH9NK/DCN OR RAH9NM/DCN OR 

RAH9NO/DCN OR RAH9NP/DCN OR RAH9NR/DCN OR RAH9NS/DCN OR 

RAH9NT/DCN OR RAH9NV/DCN OR RAH9NW/DCN OR RAH9NY/DCN OR 
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RAH9NZ/DCN OR RAH9N6/DCN OR RAH9N8/DCN OR RAH9N9/DCN OR 

RAH90A/DCN OR RAH90B/DCN OR RAH90D/DCN OR RAH90E/DCN OR 

RAH90G/DCN OR RAH90H/DCN OR RAH90I/DCN OR RAH90K/DCN OR 

RAH90M/DCN OR RAH90N/DCN OR RAH90P/DCN OR RAH90Q/DCN OR 

RAH90R/DCN OR RAH90T/DCN OR RAH90V/DCN OR RAH90X/DCN OR 

RAH90Y/DCN OR RAH90Z/DCN OR RAH901/DCN OR RAH903/DCN OR 

RAH905/DCN OR RAH906/DCN OR RAH908/DCN OR RAH9PB/DCN OR 

RAH9PC/DCN OR RAH9PD/DCN OR RAH9PF/DCN OR RAH9P1/DCN OR 

RAH9P3/DCN OR RAH9P7/DCN OR RAH9P8/DCN OR RAH9P9/DCN) 



L51 2 SEA FILE=WPIX ABB=ON PLU=ON L49 OR L50 

L60 526 SEA FILE=WPIX ABB=ON PLU=ON (Lll OR L12 OR L13 OR L14 OR L15 

OR L16 OR L17) 

L61 11 SEA FILE=WPIX ABB=ON PLU=ON L60 AND (L42 OR L43 OR L45 OR 

L4 6) 

L62 2 SEA FILE=WPIX ABB -ON PLU=ON L60 AND L51 

L63 11 SEA FILE=WPIX ABB=ON PLU=ON L61 OR L62 



=> d que 176 



Lll 


QUE 


ABB=ON 


PLU=ON 


GALLEY, G?/AU 


L12 


QUE 


ABB = ON 


PLU=ON 


GOERGLER, A?/AU 


L13 


QUE 


ABB = ON 


PLU=ON 


JACOBSEN, H?/AU 


L14 


QUE 


ABB=ON 


PLU=ON 


KITAS, E?/AU 


L15 


QUE 


ABB=ON 


PLU=ON 


ARGIRIOS, E?/AU 


L16 


QUE 


ABB=ON 


PLU=ON 


PETERS, J?/AU 


L17 


QUE 


ABB=ON 


PLU=ON 


PETERS, U?/AU 


L24 


QUE 


ABB=ON 


PLU=ON 


7AZEPIN? 


L25 


QUE 


ABB = ON 


PLU=ON 


7MALON? 


L37 


QUE 


ABB = ON 


PLU=ON 


7HYDROQUINOLIN? 



N? OR ( (HYDRO OR TETRAH YDRO ) (2A) QUINOLIN? ) 
L73 3156 SEA F I LE= MEDLINE ABB=ON PLU=ON (Lll OR L12 OR L13 OR L14 OR 

L15 OR L16 OR L17) 
L74 9 SEA FILE=MEDLINE ABB=ON PLU=ON L73 AND (L24 OR L37) 

L75 0 SEA FILE=MEDLINE ABB=ON PLU=ON L74 AND L25 

L76 9 SEA FILE=MEDLINE ABB=ON PLU=ON L74 OR L75 



=> d que 186 

Lll QUE ABB=ON PLU=ON GALLEY, G?/AU 

L12 QUE ABB=ON PLU=ON GOERGLER, A?/AU 

L13 QUE ABB = ON PLU=ON JACOBSEN, H?/AU 

L14 QUE ABB=ON PLU=ON KITAS, E?/AU 

L15 QUE ABB=ON PLU=ON ARGIRIOS, E?/AU 

L16 QUE ABB=ON PLU=ON PETERS, J?/AU 

L17 QUE ABB=ON PLU=ON PETERS, U?/AU 

L24 QUE ABB=ON PLU=ON ?AZEPIN? 

L25 QUE ABB = ON PLU=ON ?MALON? 

L37 QUE ABB=ON PLU=ON ?HYDROQUINOLIN? OR TETRAHYDROQUINOL I 

N? OR ( (HYDRO OR TETRAHYDRO) (2A) QUINOLIN?) 

L83 2615 SEA FILE=EMBASE ABB = ON PLU=ON (Lll OR L12 OR L13 OR L14 OR 

L15 OR L16 OR L17) 

L84 15 SEA FILE=EMBASE ABB=ON PLU=ON L83 AND (L24 OR L37) 

L85 0 SEA FILE=EMBASE ABB = ON PLU=ON L84 AND L25 

L86 15 SEA FILE=EMBASE ABB=ON PLU=ON (L84 OR L85) 



=> d his 193 



(FILE 'BIOSIS, PASCAL, JICST-EPLUS, JAPIO, LIFESCI, BIOENG, CABA, 
BIOTECHNO, BIOTECHDS, DRUGU, DRUGB, VETO, VETB, SCISEARCH, CONFSCI , 
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DISSABS' ENTERED AT 12:29:41 ON 01 AUG 2006) 



L93 


21 S L91 OR L92 






=> d que 193 










Lll 


QUE 


ABB = ON 


PLU=ON 


GALLEY, G?/AU 


L12 


QUE 


ABB=ON 


PLU=ON 


GOERGLER, A?/AU 


L13 


QUE 


ABB=ON 


PLU=ON 


JACOBSEN, H?/AU 


L14 


QUE 


ABB = ON 


PLU=ON 


KITAS, E?/AU 


LIS 


QUE 


ABB = ON 


PLU=ON 


ARGIRIOS, E?/AU 


L16 


QUE 


ABB = ON 


PLU=ON 


PETERS , J?/AU 


L17 


QUE 


ABB=ON 


PLU=ON 


PETERS, U?/AU 


L24 


QUE 


ABB=ON 


PLU=ON 


?AZEPIN? 


L25 


QUE 


ABB=ON 


PLU=ON 


?MALON? 


L37 


QUE 


ABB=ON 


PLU=ON 


7HYDROQUINOLIN? OR TETRAHYDROQUINOLI 




N? OR ((HYDRO OR TETRAHYDRO) ( 2A) QUINOLIN? ) 


L40 


QUE 


ABB=ON 


PLU=ON 


?MALONAMID? OR ?MALONODIAMID? OR ?PR 



OPANEDIAMID? OR ( (7MALON OR ? PRO PAN? OR ?PROPYL? OR ?PROP 

ANYL?) (1A) (DIAMID? OR (DI ( W) AMID? ) ) ) 
L41 QUE ABB=ON PLU=ON ?MALONIC (2A) (AMID? OR DIAMID?) 

L90 14087 SEA (Lll OR L12 OR L13 OR L14 OR L15 OR L16 OR L17) 

L91 21 SEA L90 AND (L24 OR L37) 

L92 0 SEA L9.1 AND (L25 OR L40 OR L41) 

L93 21 SEA L91 OR L92 



=> dup rem 139 163 176 186 193 

FILE 'HCAPLUS' ENTERED AT 12:51:47 ON 01 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'WPIX' ENTERED AT 12:51:47 ON 01 AUG 2006 
COPYRIGHT (C) 2 0 06 THE THOMSON CORPORATION 

FILE 'MEDLINE' ENTERED AT 12:51:47 ON 01 AUG 2 006 

FILE ' EMBASE ' ENTERED AT 12:51:47 ON 01 AUG 2006 
Copyright (c) 2006 Elsevier B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 12:51:47 ON 01 AUG 2006 
Copyright (c) 2 006 The Thomson Corporation 

FILE 'PASCAL' ENTERED AT 12:51:47 ON 01 AUG 2006 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (C) 2006 INIST-CNRS. All rights reserved. 

FILE ' BIOTECHNO ' ENTERED AT 12:51:47 ON 01 AUG 2006 

COPYRIGHT (C) 2006 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'SCISEARCH' ENTERED AT 12:51:47 ON 01 AUG 2 006 

Copyright (c) 2 006 The Thomson Corporation 

PROCESSING COMPLETED FOR L3 9 

PROCESSING COMPLETED FOR L63 

PROCESSING COMPLETED FOR L76 

PROCESSING COMPLETED FOR L86 

PROCESSING COMPLETED FOR L93 

L99 46 DUP REM L39 L63 L76 L86 L93 (27 DUPLICATES REMOVED) 

ANSWERS '1-17* FROM FILE HCAPLUS 
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ANSWERS ' 18-22 » FROM FILE WPIX 
ANSWERS , 23-28' FROM FILE MEDLINE 
ANSWERS '29-38' FROM FILE EMBASE 
ANSWERS '39-41' FROM FILE BIOSIS 
ANSWERS '42-43' FROM FILE PASCAL 
ANSWERS *44-46' FROM FILE SCISEARCH 

=> file stnguide 

FILE 'STNGUIDE' ENTERED AT 12:52:00 ON 01 AUG 2006 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND F ACH INFORMAT I ONS Z ENTRUM KARLSRUHE 



FILE CONTAINS CURRENT INFORMATION . 

LAST RELOADED: Jul 28, 2006 (20060728/UP) . 

=> d ibib ed ab 1-46 

YOU HAVE REQUESTED DATA FROM FILE ' HCAPLUS , WPIX, MEDLINE, EMBASE, BIOSIS, PASCAL, 
SCISEARCH 1 - CONTINUE? (Y)/N:y 



L99 ANSWER 1 OF 46 HCAPLUS COPYRIGHT 2006 ACS on STN DUPLICATE 1 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 



2005:2 92 00 HCAPLUS 
142 : 134463 

Preparation of 2-phenyl-N- (pyridin-3 -yl) -N- 
methylisobutyramide derivatives as dual NK1/NK3 
antagonists for treating schizophrenia 
Hoffmann, Torsten; Koblet, Andreas; Peters, 
Jens-Uwe; Schnider, Patrick; Sleight, Andrew; 
Stadler, Heinz 

F . Hoffmann-La Roche A.-G., Switz . 

PCT Int. Appl . , 3 74 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 


2005002577 




Al 




20050113 




WO 2004- 


EP6929 




20040625 




W: 


AE, 


AG, 


AL, . 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 






CN, 


CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


sc, 


SD, 


SE, 


SG, 


SK, 


SL, SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, ZW 




RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, DK, 






EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, SE, 






SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, NE, 






SN, 


TD, 


TG 


























AU 


2004253267 




Al 




20050113 




AU 2004- 


253267 




20040625 


CA 


2530886 






AA 




20050113 




CA 2004- 


2530886 




20040625 


EP 


1643998 






Al 




20060412 




EP 2004- 


740337 




20040625 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI , 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


CY, 


TR, 


BG, 


cz, 


EE, 


HU, 


PL, 


SK, 


HR 


US 


2005090533 




Al 




20050428 




US 2004- 


884707 




20040702 


NO 


2005006007 




A 




20060119 




NO 2005- 


6007 






20051216 
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PRIORITY APPLN. INFO. 



OTHER SOURCE (S) 
ED 
AB 



20030703 
20040625 



[wherein Rl 
alkoxy, 



EP 2003-14513 A 
WO 2004-EP6929 W 

MAR PAT 142:134463 
Entered STN : 13 Jan 2005 

The invention is directed to the use of compds . of formula I 
(un) substituted aryl; R2 , R3 = independently H, halo, alkyl, 
0CHF2, OCH2F, 0CF3 , or CF3 ; R4 , R5 = independenlty H, CHO, 
(CH2)oS (O)p-alkyl, etc.; o = 0-3; p = 0-2; or R4NR5 form an 
(un) substituted ring with -(CH2)3-5-, - (CH2) 1, 2 , 3-0- (CH2) 2- , 
-CH2CH:CHCH2- , etc.;] and their pharmaceutical^ active acid addition salts 
as dual neurokinin NK1/NK3 antagonists useful in the treatment of 
schizophrenia. The invention discloses 421 prepns . of title compds. For 
example, II was prepared, in 2 steps, by acylation of N- [6 -chloro-4 - (2 - 
chlorophenyl) pyridin-3 -yl] methylamine (preparation given) with 
2- (3 , 5-dichlorophenyl) -2-methylpropanoyl chloride (preparation given) and 
amination with (L)-prolinol. II bound to NK1 and NK3 receptors with pKi 
value of 8.47 and 9.05, resp. 
REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



HCAPLUS COPYRIGHT 2 006 ACS on STN DUPLICATE 2 
2005 : 303395 HCAPLUS 
142 :373708 

Preparation of carbamic acid alkyl ester derivatives 
as 

Flohr, Alexander; Galley, Guido; 
Jakob-Roetne, Roland; Kitas, Eric Argirios; 
Peters, Jens-Uwe; Wostl, Wolfgang 
Switz . 

U.S. Pat. Appl. Publ., 38 pp. 
CODEN: USXXCO 
Patent 
English 
1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



US 


2005075327 




Al 




20050407 




US 2004- 


951229 




20040927 


AU 


2004283803 




Al 




20050506 




AU 2004- 


283803 




20040927 


CA 


2541470 






AA 




20050506 




CA 2004- 


2541470 




20040927 


WO 


2005040126 




Al 




20050506 




WO 2004- 


EP10821 




20040927 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


us, 


uz, 


vc, 


VN, 


YU, 


ZA, 


ZM, ZW 




RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZM, 


ZW, AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, DK, 






EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, SE, 






SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, NE, 






SN, 


TD, 


TG 


























EP 


1673347 






Al 




20060628 




EP 2004- 


787028 




20040927 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES," 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK, 


HR 


PRIORITY APPLN. 


INFO 














EP 2003- 


22650 




A 20031006 






















WO 2004- 


EP10821 




W 20040927 



OTHER SOURCE (S): MARPAT 142:373708 

ED Entered STN: 08 Apr 2005 
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AB The compds. of general formula (I) and (II) [Rl = each (un) substituted 
- (CHR' ) q-aryl or - (CHR' ) q-heteroaryl , lower alkyl, lower alkenyl, 
- (CH2)nSiMe3, - (CH2 ) n-O-lower alkyl, - (CH2) n-S- lower alkyl, 
- (CH2)q-cycloalkyl / or - (CH2 ) n- [CH (OH) ] m- (CF2) p-CHF (3 -q) , - (CH2 ) n-CR2 -CF3 
(wherein the two R radicals form together with the carbon atom a 
cycloalkyl ring); R ' = H, lower alkyl; n = 1-3; m = 0, 1; p = 0-6; q = 
0-3; R2 = H, lower alkyl; R3' = H, lower alkyl, -CH2CF2CF3, CH2CF3, 
(CH2)2CF3, CF3, CHF2 , CH2F, (un) substituted aryl , - (CH2 ) nNR5R6 (wherein 
R5, R6 = H 7 lower alkyl); R4 = Q, Ql (wherein R7 = H, lower alkyl, 
-(CH2)nCF3, - (CH2 ) n-cycloalkyl ) ; R8 = H, lower alkyl, -COPh, -C (O) -lower 
alkyl, -C(0)0- (CH2 ) n-cycloalkyl , -C (O) O- (CH2 ) n-lower alkyl, 
-C(0)NH- (CH2)n-lower alkyl, -C (O) NH- (CH2 ) n-cycloalkyl ; R9 = H, lower 
alkyl, - (CH2) n-cycloalkyl, -(CH2)n-CF3] or pharmaceutically acceptable 
salts, optically pure enantiomers, racemates or diastereomeric mixts . 
thereof are prepared These compds. inhibit amyloidogenic Abeta peptides, 
i.e. p-amyloid (Ap) peptides, and are useful for the treatment 
of Alzheimer's disease, p-amyloid peptides. Thus, 0.12 g (0.25 mmol) 
carbonic acid 4 -nitrophenyl ester (S) -1- ( (S) -6-oxo-6 , 7 -dihydro-5H- 
dibenzo[b,d]azepin-7-ylcarbamoyl) ethyl ester and 543 \xl 

2 , 2 , 3 , 3 , 3 .pentaf luoropropylamine were stirred at room temperature over night to 
give, after silica gel chromatog . , 0.075 g (63%) (2,2,3,3,3- 
pentaf luoropropyl) carbamic acid (IS) -1- [ ( (7S) -6 -oxo-6 , 7 -dihydro-5H- 
dibenzo [b, d] azepin- 7 -yl) carbamoyl] ethyl ester (III). Ill showed 
IC50 of 0.001 ^iM against y-secretase. 
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2005 :220131 HCAPLUS 
142 :298014 

Preparation of dibenzoazepinylmalonamides , 
dibenzooxepinylmalonamides , 
benzodiazepinylmalonamides , and related 
compounds as y-secretase inhibitors for 
treatment of Alzheimer's disease. 
Flohr, Alexander; Galley, Guido; 
Jakob-Roetne , Roland; Kitas, Eric Argirios; 
Peters, Jens-Uwe; Wostl, Wolfgang 
Switz. 

U.S. Pat. Appl. Publ., 59 pp. 

CODEN: USXXCO 

Patent 

English 
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KIND 


DATE 
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ML, 
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SN, TD, TG 

NO 2006001047 A 20060404 NO 2006-1047 20060303 

PRIORITY APPLN . INFO. : EP 2003-19683 A 20030909 

WO 2004-EP9700 W 20040831 

OTHER SOURCE(S): MAR PAT 142:298014 

ED Entered STN: 13 Mar 2005 

AB Malonamides R1NHCOCR3R4CONHR2 [Rl= Q1-Q4; R2 = alkyl, alkynyl, 

alkylthio, alkoxy (alkyl) , halo(alkyl), etc.; R3 , R4 = H, alkyl, alkoxy, 
Ph, halo; R5 = H, alkyl, trif luoromethyl (alkyl ) , cycloalkyl (alkyl) ; R6 = 
H, halo; R7 = H, alkyl; R8 = H, alkyl, alkynyl, trif luoromethyl (alkyl ) , 
cycloalkyl (alkyl) , (halo- substituted) phenyl (alkyl) ; R9 = H, alkyl, CHO, 
alkylcarbonyl , F3CCO, (substituted) PhCO, etc.], were prepared Thus, 
2-methyl-N- (5-methyl-6-oxo-6 , 7 -dihydro-5H-dibenzo [b, d] azepin 
-7-yl)malonamic acid (preparation given) , eye lop ropylme thy 1 amine , and 
2- (2-pyridon-l-yl) -1,1,3, 3 - tetramethyluronium tetraf luoroborate (TPTU) 
were shaken together overnight in DMF to give N-cyclopropylmethyl -2 -methyl - 
N ' - (5-methyl-6-oxo-6 , 7 -dihydro-5H-dibenzo [b, d] azepin-7-yl) 
malonamide. The latter inhibited y-secretase with IC50 = 
0.09 uM. 
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DOCUMENT NUMBER: . 143:399661 

TITLE: Fenobam: A clinically validated 

nonbenzodiazepine anxiolytic is a potent, 
selective, and noncompetitive mGlu5 receptor 
antagonist with inverse agonist activity 
Porter, Richard H. P.; Jaeschke, Georg; Spooren, Will; 
Ballard, Theresa M. ; Buttelmann, Bernd; Kolczewski, 
Sabine; Peters, Jens-Uwe; Prinseen, Eric; 
Wichmann, Jurgen; Vieira, Eric; Muhlemann, Andreas; 
Gatti, Silvia; Mutel, Vincent; Malherbe, Pari 
Pharma Division, Discovery Research CNS, F. Hoffmann- 
La Roche, Basel, Switz. 

Journal of Pharmacology and Experimental Therapeutics 
(2005), 315(2), 711-721 
CODEN: JPETAB; ISSN: 0022-3565 

American Society for Pharmacology and Experimental 
Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i s h 

ED Entered STN: 07 Nov 2005 

Fenobam [N- (3 -chlorophenyl ) -N ' - (4 , 5-dihydro-l-methyl-4-oxo-lH-imidazole-2- 
yDurea] is an atypical anxiolytic agent with unknown mol . target that has 
previously been demonstrated both in rodents and human to exert anxiolytic 
activity. Here, we report that fenobam is a selective and potent 
metabotropic glutamate (mGlu) 5 receptor antagonist acting at an allosteric 
modulatory site shared with 2 -methyl -6 -phenyl ethynyl -pyridine (MPEP) , the 
protypical selective mGlu5 receptor antagonist. Fenobam inhibited 
quisqualate-evoked intracellular calcium response mediated by human mGlu5 
receptor with IC50 = 58±2 nM. It acted in a noncompetitive manner, 
similar to MPEP and demonstrated inverse agonist properties, blocking 66% 
of the mGlu5 receptor basal activity (in an over expressed cell line) with 
an IC50 = 84±13 nM . [3H] Fenobam bound to rat and human recombinant 
receptors with Kd values of 54±6 and 31+4 nM, resp. MPEP inhibited 
[3H] fenobam binding to human mGlu5 receptors with a Ki value of 6.7+0.7 
nM, indicating a common binding site shared by both allosteric 
antagonists. Fenobam exhibits anxiolytic activity in the stress-induced 
hyperthermia model, Vogel conflict test, Geller-Seif ter conflict test, and 
conditioned emotional response with a min. ED of 10 to 3 0 mg/kg p.o. 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
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Furthermore, fenobam is devoid of GABAergic activity, confirming previous 
reports that fenobam acts by a mechanism distinct from 
benzodiazepines. The non-GABAergic activity of fenobam, coupled 
with its robust anxiolytic activity and reported efficacy in human in a 
double blind placebo-controlled trial, supports the potential of 
developing mGluS receptor antagonists with an improved therapeutic window 
over benzodiazepines as novel anxiolytic agents . 
REFERENCE COUNT: 4 0 THERE ARE 4 0 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2004 : 675740 HCAPLUS 
141 :206827 

Preparation of ma Ion amides and related 
compounds as y-secretase inhibitors for the 
treatment of Alzheimer's disease. 
Galley, Guido; Goergler, Annick; 
Jacobsen, Helmut; Kitas, Eric Argirios 
; Peters, Jens-Uwe 

F. Hoffmann-La Roche A.-G., Switz. 

PCT Int. Appl. , 85 pp. 
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PRIORITY APPLN. INFO. : EP 2003-2190 A 20030204 

WO 2004-EP674 W 20040127 

OTHER SOURCE(S): MARPAT 141:206827 

ED Entered STN: 19 Aug 2 004 

AB Title compds. I [L = bond, (CH2)l-2, CH(CH3), etc.; C = cyclic ring, e.g., 
Ph, pyridinyl, furanyl, etc.; X = (R2)l,2,3; (R2)l,2,3 = H, OH, halo, 
etc.; Rl, Rl' = H, alkyl, halo, etc.; R14 = H, alkyl, (CH2)20H, etc.; A = 
substituted 5, 7 -dihydro-6H-dibenz [b, d] azepin-6-ones , 

1 . 3 - dihydro- 5 -phenyl -1,4 -benzodiazepin- 2 -ones , 

3.4- dihydro-2-quinolinones, etc.] and their pharmaceutically acceptable 
salts and formulations were prepared For example, coupling of 

3 -amino- 1, 3 -dihydro- 1 -methyl -5 -phenyl- 2H-1 , 4 -benzodiazepin- 2 -one 
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and malonamic acid II, e.g., prepared from di-Et Me 

malonate in 3 -steps, afforded malonamide III in 67% 

yield. In y-secretase inhibition assays, 37 -examples of compds . I 

exhibited IC50 values ranging from 0.003-0.11 \xM, the IC50 value of 

malonamide III was 0.83 uM. Compds. I are claimed useful for 

the treatment of Alzheimer's disease. 
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2003 : 656755 HCAPLUS 
139:197497 

Preparation of novel pyridines and pyrimidines as DPP 
IV inhibitors 

Boehringer, Markus; Loeffler, Bernd Michael; 
Peters, Jens-Uwe; Steger, Matthias; Weiss, 
Peter 

F. Hoffmann-La Roche A.-G., Switz. 

PCT Int. Appl., 73 pp. 

CODEN : PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



WO 2003068757 
WO 2003068757 



APPLICATION NO. 



WO 2003-EP1107 



DATE 



20030205 



Al 20030821 
C2 20041007 

W: AE, AG, AL, AM, AT, AU, AZ , BA, BB , BG, BR, BY, BZ , CA, CH, CN, 

CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES , FI, GB , GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE , KG, KP, KR, KZ , LC, LK, LR, 

LS, LT, LU, LV, MA, MD , MG, MK, MN, MW, MX, MZ , NO, NZ , OM, PH, 

PL, PT, RO, RU, SD, SE, SG, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, 

UG, UZ, VN, YU, ZA, ZM, ZW 

RW: GH, GM, KE, LS , MW, MZ , SD, SL, SZ, TZ , UG, ZM, ZW, AM, AZ, BY, 

KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE , DK, EE, ES , 

FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, SE, SI, SK, TR, BF, 

BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
AA 20030821 CA 2003-2474578 

Al * 20030904 AU 2003-206833 
Al 20041117 EP 2003-704536 

R: AT, BE, CH, DE , DK, ES , FR, GB , GR , IT, LI, LU, NL, SE, MC , PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL , TR, BG, CZ, EE, HU, SK 



CA 2474578 
AU 2003206833 
EP 1476435 



20030205 
20030205 
20030205 



BR 2003007665 A 20050104 

CN 1630644 A 20050622 

JP 2005526035 T2 20050902 

US 2003216382 Al 20031120 

US 6867205 B2 20050315 

US 2005143405 Al 20050630 

US 7022718 B2 20060404 
PRIORITY APPLN. INFO.: 
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US 2003-361268 
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WO 2003-EP1107 
US 2003-361268 
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20030210 

20050118 

A 20020213 
W 20030205 
A3 20030210 



OTHER SOURCE(S): MARPAT 139:197497 

ED Entered STN : 22 Aug 2003 

AB The title compds. [I; X = N, CR5 ; Rl, R2 = H, alkyl; R3 = (un) substituted 
heterocyclyl or aryl ; R4 = alkyl, alkoxy, alkylthio, etc.; R5 = H, alkyl], 
useful for the treatment and/or prophylaxis of diseases which are associated 
with DPP IV, such as diabetes, particularly non-insulin dependent diabetes 
mellitus, and impaired glucose tolerance, were prepared and formulated. 
Thus, reacting benzamidine with 2 - (2 , 4 -dimethylbenzylidene) 
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malononitrile in the presence of K2C03 in MeOH followed by 
treating the reaction residue with KMn04 in Me2CO # and reduction of the 
resulting nitrile with LiAlH4 in THF afforded 7% II which showed IC50 of 
0.172 uM against DPP IV. 
REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003 : 656747 HCAPLUS 
139:197384 

Preparation of novel pyridine and quinoline 

derivatives as DPP IV inhibitors 

Boehringer, Markus; Loeffler, Bernd Michael; 

Peters, Jens-Uwe; Riemer, Claus; Weiss, Peter 

F. Hoffmann-La Roche A.-G., Switz. 

PCT Int. Appl., 4 6 pp. 
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OTHER SOURCE (S) : MARPAT 139:197384 

ED Entered STN: 22 Aug 2 003 

AB The title compds . [I; Rl = H, alkyl; R2 = (un) substituted heterocyclyl , 

aryl; R3 and R4 together with the carbon atoms to which they are attached 
form (un) substituted Ph or 5-7 membered saturated ring which may optionally 
contain a heteroatom selected from O, N and S, and the said saturated ring 
being ortho-fused to 5-6 membered aryl or heteroaryl] , useful for the 
treatment and/or prophylaxis of diseases which are associated with DPP IV, 
such as diabetes, particularly non-insulin dependent diabetes mellitus, 
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and impaired glucose tolerance, were prepared and formulated. Thus, 
reacting 2 - (2 , 4 -dichlorobenzylidene) malononitrile with 

chroman-4-one in the presence of AcONH4 in PhMe followed by reduction of the 
intermediate with LiAlH4 in THF afforded 7% II which showed IC50 of 0.018 
jaM against DPP IV. 

REFERENCE COUNT : 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Flumazenil in children after 
esophagogastroduodenoscopy 
Peters, John M. ; Tolia, Vasu; Simpson, 
Pippa; Aravind, Manaphanath K. ; Kauffman, Ralph E. 
Divisions of Pediatric Gastroenterology and Clinical 
Pharmacology, Wayne State University School of 
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American Journal of Gastroenterology (1999), 94(7), 
1857-1861 

CODEN: AJGAAR; ISSN: 0002-9270 
Elsevier Science Inc. 
Journal 
English 
Entered STN: 27 Jul 1999 

OBJECTIVE: Our aim was to evaluate if the routine use of the 
benzodiazepine antagonist flumazenil would shorten post -procedure 
recovery times after esophagogastroduodenoscopy in pediatric patients 
receiving standard i.v. conscious sedation with the benzodiazepine 
diazepam in combination with meperidine. METHODS: Upper endoscopy was 
performed using i.v. conscious sedation with standardized doses of 
diazepam and meperidine on 29 children, age range 6-18 yr. Patients were 
randomized in a double-blind fashion to receive either i.v. normal saline 
(placebo) or 0.01 mg/kg (maximum, 1.0 mg) flumazenil within 5 min of 
procedure completion. Evaluation of the degree of sedation using a 
modified Observer's Assessment of Alertness/Sedation Scale was performed 
presedation, immediately before reversal solution administration, and 
serially over 60 min after reversal solution injection. RESULTS: Fifteen 
patients received flumazenil and 14 received placebo; patient group composition 
did not vary significantly in age and weight Fifty-four percent of 
flumazenil patients and 30% of control patients achieved full alertness 
within 10 min of reversal solution injection. However, this difference 
between groups' was not significant (p > 0.45). Resedation or side effects 
directly attributable to flumazenil were not observed CONCLUSIONS: A single 
postsedation dose of flumazenil is well -tolerated in children >6 yr old. 
However, its routine use after esophagogastroduodenoscopy is of 
questionable benefit in shortening recovery time in this age group. 
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CSF diazepam binding inhibitor and schizophrenia: 

clinical and biochemical relationships 
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Gilbertson, Mark W.,- Yao, Jeffrey K. ; Peters, 

Jeffrey; Costa, Erminio 
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CODEN: BIPCBF; ISSN: 0006-3223 
Journal 
English 
Entered STN: 16 Apr 1994 

Diazepam-binding inhibitor (DBI) is a 9-kD neuropeptide that interacts 
with the benzodiazepine (BZD) binding sites of the neuronal 
y-aminobutyric acid type A (GABAA) receptor and with the glial 
mitochondrial BZD receptor (MBR) . The authors explored the involvement of 
CSF DBI -LI in schizophrenia, based on the potential role of GABA in the 
neg. symptoms associated with schizophrenia, the relationship of its 
receptors with dopamine and norepinephrine release, and the proposed 
therapeutic efficacy of BZDs in schizophrenia. Clin, data, CSF DBI-LI and 
CSF monoamine measures were obtained in 65 drug- free male chronic 
(DSM-IIIR) schizophrenic patients, 53 of whom were also tested prior to 
haloperidol withdrawal. Following haloperidol withdrawal, CSF DBI-LI 
increased significantly. Drug-free CSF DBI-LI did not correlate with CSF 
monoamines. CSF DBI-LI was significantly higher in paranoid compared to 
chronic undifferentiated schizophrenic patients. The data suggest that 
DBI may have a symptom modulatory rather than an etiol. role in 
schizophrenia. 
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Preparation of N- (2-oxoazepan-3-yl) sulfonamides as 
y-secretase inhibitors for treating Alzheimer's 
disease and cancers 

Galley, Guido; Kitas, Eric, Argirios 

; Jakob-Roetne , Roland 

F. Hoffmann -La Roche AG, Switz . 

PCT Int. Appl., 107 pp. 



CODEN : 
Patent 
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PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2006005486 

W: AE, AG, 
CN, CO, 
GE, GH, 
LC, LK, 
NG, NI, 
SL, SM, 
ZA, 2M, 
RW: AT, BE, 
IS, IT, 
CF, CG, 
GM, KE, 
KG, KZ, 
US 2006014945 
PRIORITY APPLN. INFO 
OTHER SOURCE (S) : 
ED Entered STN: 2 
AB Title compds . I 
lower alkyl, Ph 
(un) substituted 



20050706 



Al 20060119 WO 2005-EP7268 

AL, AM, AT, AU, AZ , BA, BB , BG, BR, BW, BY, BZ , CA, CH, 

CR, CU, CZ, DE, DK, DM, DZ , EC, EE, EG, ES, FI, GB, GD, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KP, KR, KZ, 

LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NA, 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, 

SY, TJ, TM, TN, TR, TT, TZ , UA, UG, US, UZ , VC, VN, YU, 
ZW 

BG, CH, CY, CZ, DE, DK, EE, ES , FI , FR, GB , GR, HU, IE, 

LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ, 

CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, 

LS, MW, MZ, NA, SD, SL, SZ, TZ , UG, ZM, ZW, AM, AZ, BY, 
MD, RU, TJ, TM 

Al 20060119 US 2005-179703 20050712 

: EP 2004-103339 A 20040713 
MARPAT 144 : 128869 
0 Jan 2006 

[Rl = (un) substituted hetero/aryl; R2-R4, R2 • -R4 1 = H, 
or lower alkyl substituted by halogen; R5 = cycloalkyl, 
hetero/aryl; X = CHR; R = H, lower alkyl; and their 



searched by D. Arnold 571-272-2532 



Page 



Ward 10/767,784 



08/01/2006 



pharmaceutically suitable acid addition salts, optical pure enantiomers, 
racemates or diastereomeric] were prepared as y-secretase inhibitors. 
Thus, reductive amination of 3 - f luoro-p-anisaldehyde with 
3-aminoazepan-2-one and reaction with 5-chlorothiophene-2 -sulf onyl 
chloride gave sulfonamide II. Preferred I inhibited y-secretase 
with IC50 < 0.3 nM. I are useful in the treatment of Alzheimer's 
disease or common cancers. 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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Preparation of 1 , 4 -benzoxazepin- 3 - ones as 
inhibitors of y-secretase for the treatment of 
Alzheimer's disease 
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Peters, Jens -Owe 

Hoffmann-La Roche Inc., USA 
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PRIORITY APPLN. INFO.: EP 2003-11040 A 20030519 

WO 2004-EP5177 W 20040514 

OTHER SOURCE (S) : MARPAT 142:6564 

ED Entered STN: 26 Nov 2004 

AB 1 , 4 -Benzooxazepin-3 -ones I [m = 0-2; n = 1, 2; p = 1, 2; Rl = H, 
halogen, alkoxy, amino, alkylamino, dialkylamino ; R2 = H, alkyl, 
cycloalkyl- (CH2)m, Ph(CH2)m, alkoxy- (CH2 ) m; R3 = alkyl, 
alkoxycarbonyl - (CH2 ) m, Ph(CH2)m, cycloalkyl; R4 = (un) substituted 
Ph(CH2)p, cycloalkyl, tetrahydronaphthalen-l-yl , 9-fluorenyl, alkyl] such 
as II are prepared as y-secretase inhibitors for the treatment of 
Alzheimer's disease. Treatment of 5-bromosalicylaldehyde with base 
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followed by addition of Et 2 -bromo-3 -methylbutyrate yields Et 
2 - (4 -bromo-2-f ormylphenoxy) -3-methylbutanoate, which is hydrolyzed to 
yield 2 - (4 -bromo-2 - f ormylphenoxy) -3 -methylbutanoic acid (III); stirring 
III with 2 , 6-dif luorobenzylamine and cyclohexyl isocyanide in DMSO yields 
II. IC50 values (without units) are given for the inhibition of 
y-secretase by some of the title compds . E.g., II inhibits 
y-secretase with an IC50 value of 0.28 (no units given). A process 
for the preparation of the title compds. using a cyclocondensation of 
(f ormylaryloxy) alkanoic acids, amines, and isonitriles is claimed. 
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An aminomethylpyrimidine DPP- IV inhibitor with 
improved properties 

Peters, Jens-Uwe; Hunziker, Daniel; Fischer, 
Holger; Kansy, Manfred; Weber, Silja; Kritter, 
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CODEN: BMCLE8; ISSN: 
Elsevier Science B.V. 
Journal 
English 

CASREACT 141:190752 
Entered STN: 10 Jun 2004 

A recently identified dipeptidyl peptidase IV (DPP-IV) inhibitor I 
Ph) was found to induce phospholipidosis and to inhibit CYP3A4 . A 
series of less lipophilic and less amphiphilic analogs I (R = Me, 
H2N, EtNMe, 4-morpholinyl, 1-azetidinyl , etc.) was synthesized in an 
effort to overcome these issues. I (R = MeOCH2CH2NMe) was equipotent to I 
(R = Ph) , did not induce phospholipidosis and showed a reduced CYP3A4 
inhibition . 
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PRIORITY APPLN. INFO.: EP 2000-112285 A 20000608 

WO 2001-EP6305 W 20010601 

OTHER SOURCE(S): MARPAT 136:37519 
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AB Title compds. I [Rl = H, alkyl, alkenyl,- Ph, (CH2)m-non aromatic 

heterocyclyl , (CH2) m-heteroaryl , (CH2 ) m-carboxamide , (CH2) m-C (O) alkyl, 
etc.; R2 = H, alkyl, halo, alkoxy; R3 = alkyl, alkoxy, halo, CF3 ; X = N-, 
C:, CH; X1/X2 = H, OH, alkoxy or may be together an oxo group; Y1/Y2 = H, 
alkyl, (CH2)m-Ph or may be together an oxo group; Z = bond, CH2 , C(O); m = 
O -4; n = 2 - 3; p=0 - 2] were prepared Over 160 synthetic examples were 
disclosed. For example, 8- (3, 5-bistrif luoromethylbenzoyl ) -1-phenyl-l, 3 , 8- 
triazaspiro [4 . 5] decan-4-one was reacted with 2-chloro-4 , 6-dimethoxy-l, 3 , 5- 
triazine ( 1 , 2 -dime thoxye thane , NaH, 100°C, 1 h) to give II. II had 
pKi = 8.66 for the NK-1 receptor. I are useful in the treatment of 
diseases related to NK-1 receptor antagonists. 
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AB Title compds. of formula R1R2NCH (R3 ) CO-A-B-X and RICH [NH- (S02.) m-R3 ] CO-A-B- 
X [Rl = (S02)n-Cl-6alkylene-COOH or an ester derivative thereof; n = 0, 1; 
0, 1; and m and n are not 1 at the same time; R2 = H, alkyl, alkenyl, 
cycloalkyl, alkylenecycloalkyl , aryl, etc.; R3 = a hydrophobic moiety; or 
R2 and R3 are a 5- or 6-membered ring together with the N and C to which 
they are bound, which ring may be fused with an aliphatic or aromatic 
6-membered 

ring; A = (un) substituted proline optionally containing a second O, N, or i 
heteroatom, 3 , 4 -dehydroproline , 2-azetidine carboxylic acid, pipecolinic 
acid, octahydroindole-2-carboxylic acid, 2 -aminoisobutyric acid, valine; B 
= lysine, 4 -aminocyclohexylglycine ; X = CHF2, CF3 , C00R4 , CONR5R6, 
2-thiazole, (un) substituted heterocycle; R4 = H, alkyl; R5 and R6 = 
independently H, alkyl, alkylene-C6H5 ; R5 and R6 together = C3-6 alkylene] 
or a pharmaceutical^ acceptable salt thereof, were prepared as thrombin 
inhibitors. Thus, H02CCH2-D- (p-methoxy-phenylalanyl ) -Pro-Lys-C02H was 
prepared an assayed for anti- thrombin activity (IC50 = 0.044 m.M) . The 
compds. of the invention have anticoagulant activity and can be used in 
treating or preventing thrombin-related diseases. 
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alkoxy; R3 = (un) substituted 
atoms to complete an 



OTHER SOURCE (S): MAR PAT 131:58825 

ED Entered STN : 19 Jul 1999 

AB Title compds. [I; R1,R2 = H, halo, alkyl, 

R4 = H, alk(en)yl, alkanoyl, Bz, etc.; Z 

(un) substituted 4 to 7-membered ring optionally containing O or S] were 
prepared 

Thus, 6-chloro-2-tetralone was condensed with 1-phenyl - 1 , 3 , 8 - 
triazaspiro [4 . 5] decan-4 -one to give, after reduction, title compound II. 
for biol . activity of I were given. 



Ph; 



Data 
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OTHER SOURCE (S) : 
ED 



MARPAT 127:263061 
Entered STN : 17 Sep 1997 
AB Peptides A-B-X-NHCH (COR) (CH2)nC5H10N (C5H10N = 4 -piperidinyl ; A = H, 
optionally substituted DL-a-hydroxyacetyl , acyl, alkyl, 

alkylsulfonyl, N-protecting group, etc.; B = bond, amino acid residue; X = 
amino acid residue; R = H, CHF2 , CF3 , acyl, heterocyclyl ; n = 0-3) or 
their prodrugs or pharmaceutically acceptable salts were prepared as serine 
protease inhibitors. Thus, H02CCH2 -D-Phe-Pro-PpaV [COCO] -OH 
[PpaT [COCO] -OH is NHCH (C02H) CH2C5H10N] was prepared and assayed for 
anti-thrombin activity (IC50 = 0.54 uM) . 
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ED Entered STN : 12 Jul 1997 

AB Non-slow-binding thrombin inhibitors of formula A-B-C-Lys-D [A = H, 

2-hydroxy-3-cyclohexylpropionyl, Rl, R10CO, RICO, R1S02, (CHR2 ) nCOOR3 , or 
an N-protecting group (Rl = alkylene-COOH, alkyl, alkenyl, aryl, etc.; R2 
= H or Rl; R3 = H, alkyl, alkenyl, aryl, etc.; n = 1-3); B = bond, L-Asp, 
Leu, a D-amino acid having a hydrophobic aromatic side chain, etc.; C is an 
amino acid, e.g., Azt, Pro, and Pec; D = COOH, tetrazole, oxazole, 
thiazole, benzothiazole] or their prodrugs were prepared Thus, 
H-D-Phe- (N-cyclopentyl) -Gly-Lys- (2 -thiazolyl) was prepared and assayed for 
anti-thrombin activity (IC50 = 4.5 \xM) . 
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New sulfonamide derivatives are gamma-secretase 
inhibitors useful to treat Alzheimer's disease, breast 
cancer, cervical cancer and malignancy of the 
hematopoietic system . 
B02 B03 
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PATENT NO 



KIND 



APPLICATION 



DATE 



US 2006014945 Al 
WO 2006005486 Al 



US 2005-179703 
WO 2005-EP7268 



20050712 
20050706 



PRIORITY APPLN. 
ED 
AB 



INFO: EP 2004-103339 



20040713 



20060227 

US2006014945 A UPAB : 20060227 
NOVELTY - Sulfonamide derivatives (I) and their acid addition salts, 
optically pure enantiomers, racemates or diastereomeric mixtures are new. 

DETAILED DESCRIPTION - Sulfonamide derivatives of formula (I) and 
their acid addition salts, optically pure enantiomers, racemates or 
diastereomeric mixtures are new. 

Rl = (hetero)aryl (optionally substituted with halo, lower alkyl 
(substituted by halo), -O-lower alkyl (substituted by halo), CF3, OCF3, 
N02 or CN) ; 

R2-R4, R-2a, R-3a, R-4a = H, lower alkyl (substituted by halo), CF3 
or phenyl ; 

R5 = cycloalkyl, (hetero)aryl (both optionally substituted by one or 
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O3/CJ/20O6 



more substituents of halo, lower alkyl, lower alkoxy, CN, N02 , amino, OH, 
lower alkyl (substituted by OH) , lower alkyl (substituted by halo) , 
(hetero)aryl (substituted by -C(0)-NR12, -(CR2)m-C (O) -R-a, 
- (CH2)m-heterocycloalkyl) , - (CH2) m-heteroaryl (optionally substituted by 
- (CH2 ) m- lower alkoxy, lower alkyl, - (CH2 ) m-O-benzyl or CH20H) , 
-O-C(O) -lower alkyl, -C(0)-NR2, -O- (CH2 )m-C(0)OH, -O-lower alkinyl, 
-O-lower alkyl (substituted by halo), -O- (CH2 ) m-heterocyclyl , 
-O- (CH2)m-phenyl (optionally substituted by OH), -0- (CH2) m-heteroaryl 
(optionally substituted by lower alkyl, - (CH2 ) m-NH-C (0) R-a, 
- (CH2)m-NH-S (0)2-R-a, -S(0)2-lower alkyl, -S (O) 2 -heterocyclyl , 
-S (O) 2NH-cycloalkyl or cycloalkyl) ) , CHO, CN, OH, lower alkyloxy, lower 
alkinyloxy, -0CF3 , OCHF2 , OCH2F, -OC (O) -lower alkyl , -OC (O) -NR-aR-b, 
-0- (CH2)n-hetrocyloalkyl, -0- (CH2 ) n-hetroaryl (optionally substituted by 
lower alkyl), -0- (CH2) n-aryl , - (CH2 ) n-C (0) NR-aR-b, - (CH2) n-C (0) O-lower 
alkyl, - (CH2)n-C(0)OH, - (CH2 ) n-C (O) O-lower alkinyl, -C (O) -heterocycloalkyl 
(optionally substituted by COOH) , -C (O) -cycloalkyl , -C(0)-aryl, -NR-aR-b, 
N02, -S(0)2-lower alkyl, -S(0)2-cyclo alkyl, -S (O) 2 -heterocycloalkyl , 
-S(0)2-aryl, -S (0) 2 -N-aR-b, benzo (1 , 3 ) dioxole-5-yl or 2,3-dihydro- 
benzo (1 , 4 ) dioxine-6-yl ; 

R-a = (hetero) cycloalkyl (optionally substituted by one or more 
substituents of COOH, -C(0) O-lower alkyl, -CH2C (O) O- lower alky, halo, 
lower alkyl, phenyl, benzyl, heteroaryl, - (CH2) m- lower alkoxy or 
- (CHR) m-C (0) O-lower alkyl), heteroaryl, di-lower alkylamino, CH2CF3, 
-CH2CHF2, -CH2CH2F, -C(0) -lower alkyl, -C(0)0-lower alkyl, -C(0)-cyclo 
alkyl, H, lower alkyl, lower alkinyloxy or OH; 

R-b = H, cycloalkyl (optionally substituted by halo, lower alkyl 
(substituted by halo) , lower alkyl (substituted by OH) , 

- (CH2)m-heterocycloalkyl , -NR2, heteroaryl, benzyl or - (CHR) m-C (0) 0- lower 
alkyl), heterocycloalkyl, heteroaryl, di-lower alkylamino, -CH2CF3, 
-CH2CHF2, -CH2CH2F, -C(0) -lower alkyl, ~C (O)O- lower alkyl or C(0)-cyclo 
alkyl; 

R, R6 = H or lower alkyl; 

X = -CHR- , a bond, lower alkyl or lower alkenyl ; and 
m, n = 0-3 . 

An INDEPENDENT- CLAIM is also included for the preparation of (I) . 

ACTIVITY - Neuroprotective; Nootropic; Cytostatic. 

MECHANISM OF ACTION - Gamma ( gamma ) -secretase inhibitor. The 
ability of (I) to inhibit gamma -secretase was tested using biological 
assays. The results showed that the median inhibitory concentration of 
rac-4- ( ( (4-chloro-benzenesulf onyl) - (5, 5 -dimethyl -2 -oxoazepan-3 -yl ) -amino) - 
methyl) -N-methyl -benzamide was 0.01 mu M. 

USE - (I) are useful for treating Alzheimer's disease, breast cancer, 
cervical cancer and malignancy of the hematopoietic system (claimed) . 
Dwg. 0/0 
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PRIORITY APPLN. INFO: EP 2003-11040 20030519 
ED 20050103 

AB WO2004100958 A UPAB : 20050103 

NOVELTY - 1, 4-benzoxazepine-5-carboxamide derivatives (I) and their acid 
addition salts are new. 

DETAILED DESCRIPTION - 1 , 4 -benzoxazepine - 5 -carboxamide derivatives of 
formula (I) and their acid addition salts are new. 

Rl = H, lower alkoxy, halo or -NRR ' / 

R, R' = H or lower alkyl ; 

R2 = H, lower alkyl, - (CH2 ) m-cycloalkyl , - (CH2 ) m-phenyl or 
- (CH2)m-0-lower alkyl; 
m = 0-2; 

R3 = lower alkyl, - (CH2 ) m-C (O) O-lower alkyl, cycloalkyl or 
- (CH2) m-phenyl (optionally substituted by 1-2 halo or lower alkyl) ; 

R4 = - (CH2) o-phenyl (optionally substituted by 1-2 of halo, CF3, 
-NRR', N02 or -S02NH2) , cycloalkyl (optionally substituted by phenyl), 
- (CRR ' )o-HET, tetrahydronaphthalen-l-yl, -CHR-naphthalen-2 -yl , 
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f luoren-9-yl, - (CH2 ) o-S- lower alkyl, - (CH2 ) o-S-benzyl , - (CH2 ) o-C (O) NH2 , 
-(CH2)oNRR», -CH(C(0)NH2) - (CH2 ) o-phenyl 7 -(CH2)o-CF3 or 
- (CH2)o-CRR' -CH2-NRR' ; 

HET = tetrahydropyran-4-yl, pyridin-3 -yl , indol-3-yl (all optionally 
substituted by halo or lower alkoxy) , thiophen-2 -yl , furan-2-yl, 
-NH-pyridin-2-yl (all optionally substituted by N02) , benzimidazol-2 -yl , 
2-oxo-tetrahydrofuran, 1 -benzylpiperidin-4 -yl or benzo (1 , 3) dioxol-5-yl ; 
and 

o, n =1 or 2. 

An INDEPENDENT CLAIM is also included for the preparation of (I) . 
ACTIVITY - Neuroprotective; Nootropic. 

MECHANISM OF ACTION - gamma -secretase inhibitor. (I) was tested for 
its gamma -secretase inhibitory activity in Hek293 membrane. The results 
showed that the median inhibitory concentration of 7 -bromo-4 - (2 , 6-dif luoro- 
benzyl) -2 -isopropyl~3-oxo-2 , 3,4, 5 - tetrahydrobenzo (f ) (1 , 4 ) oxazepine-5- 
carboxylic acid cyclohexylamide (la) was 0.28. The units are not given. 

USE - (I) are useful as medicaments in the treatment of Alzheimer's 
disease (claimed) . 
Dwg. 0/0 
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NOVELTY - 1, 4-Diazepan-2 , 5-dione derivatives (I), and their addition salts 
and enantiomeric forms are new. 

DETAILED DESCRIPTION - 1 , 4 -Diazepan- 2 , 5 -dione derivatives of formula 
(I) , their addition salts and enantiomeric forms are new. 

Rl, R2 = aryl or heteroaryl (containing one or two heteroatoms 
selected from N, O or S) (both optionally mono, di or tri substituted with 
T) ; 

T = halo, CF3, lower alkoxy or lower alkyl; 

R3 = H, lower alkyl, -(CH2)nN(R)2 or - (CH2) nheteroaryl or 
- (CH2) n-non-aromatic heterocycle (heterocycles optionally substituted by 
T); 

R4 = =0, =N(CH2)nCH3 or =N (CH2 ) nN (R) 2 ; or 
NR3R4C = a group of formula -CR5=N-N=; 

R5 = H, - (CH2) nN (R) 2 or - (CH2 ) nheteroaryl or - (CH2 ) n -non -aromatic 
heterocycle (heterocycles optionally substituted by T) ; 

R = H or lower alkyl ; and 
n = 0 - 3. 

An INDEPENDENT CLAIM is also included for preparations of (I) . 
ACTIVITY - Antimigraine; antirheumatic; antiarthritic ; antiasthmatic; 
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antiinflammatory; antiparkinsonian; analgesic; nootropic; neuroprotective; 
antiallergic; antiemetic; antidepressant; tranquilizer; antidote; 
antiulcer; uropathic; respiratory; ophthalmological ; cardiant. 

MECHANISM OF ACTION - Neurokinin-1 (NK-1) receptor antagonist. 

The affinity of (4S) -4 - (3 , 4 -dichloro-benzyl) -6- (2 -methoxy-naphthalen- 
1-yl-methyl) -7 , 8 -dihydro- 6H- 1 , 2 , 3a, 6-tetraaza-azulen-5-one (la) for the 
NK1 receptor was evaluated at human NK1 receptor in Chinese hamster ovary 
cells infected with human NK1 receptor and radiolabelled with (3H) 
substance P . The affinity to the NK-1 receptor was pKi = 8.76. 

USE - For treatment of diseases related to the NK-1 receptor 
antagonists (claimed) such as migraine, rheumatoid arthritis, asthma, 
inflammatory bowel disease as well as mediation of the emetic reflex and 
the modulation of central nervous system (CNS) disorders such as 
Parkinson's disease and anxiety pain, headache especially migraine, 
Alzheimer's disease, multiple sclerosis, attenuation of morphine 
withdrawal, cardiovascular changes, edema, chronic inflammatory diseases 
and other respiratory diseases including allergic rhinitis, inflammatory 
diseases of the gut including ulcerative colitis and Crohn's disease, 
ocular injury and ocular inflammatory diseases, treatment of certain forms 
of urinary incontinence, for the treatment of a number of physiological 
disorders associated with an excess or imbalance of tachykinin, anxiety, 
depression and psychosis. Also in the treatment of motion sickness and 
vomiting. 

ADVANTAGE - The compounds provides adsorption, pharmacokinetics in 
distribution and transport to the brain. The compounds are useful in 
treatment of various diseases. 
Dwg . 0/0 
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PRIORITY APPLN. INFO: EP 1997-119311 19971105; EP 

1997-1014 0 9 1997013 0 

ED 19980904 

AB EP 856514 A UPAB : 19981021 

1, 3 , 8-Triazaspiro [4 . 5] -decan-4-one derivatives of formula (I) and their 
acid addition salts are new. Rl, R2 = H, lower alkyl, lower alkoxy or 
halo; R3 = phenyl (optionally substituted by lower alkyl, CF3 , lower 
alkoxy or halo); R4 = H, lower alkyl, lower alkenyl, C(O) -lower alkyl, 
C{0) -phenyl, lower alkyl-C (O) -phenyl , lower alkynene-C (0) 0- lower alkyl, 
lower alkantriyl-di-C (0)0- lower alkyl, hydroxy lower alkyl, lower 
alkyl -O- lower alkyl, lower alkyl -CH (OH) CF3 , phenyl or benzyl; R5 , R6 = H, 
phenyl, lower alkyl, di- lower alkyl; or R5+R6 = phenyl; or R5+R1 or R5+R2 
= optionally saturated 6-membered ring; and A = 4 -7 -membered saturated 
ring optionally containing a heteroatom e.g. O or S. 

USE - (I) are Orphanin FQ (OFQ) receptor antagonists and agonists and 
are used in the treatment of OFQ receptor-related diseases including 
psychiatric, neurological and physiological disorders (e.g. anxiety and 
stress disorders, depression, trauma, memory loss due to Alzheimer's 
disease or other dementias, epilepsy and convulsions, acute and/or chronic 
pain conditions, symptoms of withdrawal from addictive drugs, control of 
water balance, sodium ion excretion, arterial blood pressure disorders and 
eating disorders such as obesity) (all claimed) . (I) are administered 
orally, rectally or parenterally at a daily dosage of 10-1000 mg . 
Dwg . 0/0 
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PRIORITY APPLN. INFO: EP 1991-200201 19910204 
ED 19930806 

AB EP 498508 A UPAB : 19950306 

Peptides of formula X-Y-Z-A-P-Q-T (I) and their pharmaceutically accetable 
salts are new. XI if present, = H, Me acyl , a protecting gp., or is 
connected to T; Y = Phe, DP A (diphenylalanyl) , Val, lie or Nle (all 
D-form) or a gp . (II) - (IV) R6 = H, alkyl, N-alkyl or N-dialkyl; Z, if 
present is.Gly, opt. substd. L/D-Pro homologue, L/D-Ala, L/D-Val, L/D-Leu, 
Aib (aminoisobutyric acid) or L/D-Pro; A = (Nn) e CR1R7 -M-CR2R8 (CH2)q-CO-; 
M = (CO)dNH, (CO)d(CH2)p, CONMe , CHOH-(CH2)-p or CO-CF2 ( -CO) - s ; d = 0-2; p 
and q = 0-5; e and s = 0 or 1; Rl = side chain of a hydrophobic, basic 
amino acid, aliphatic or aromatic; R2 = H, Me, CH20H or benzyl; R7 and R8 
are each H, Me or 1-3C alkyl; alternatively, A is (V) W is CH2 , CO(CH2)q, 
CHOH-(CH2)-q or CO-CF2 ( -CO) - s ; i = 1 or 2; R3 = H, Me or COOH attached to 
ring CH2 ; Q (when present) and P = Phe, Cha (cyclohexylalanyl) , Nal (1 or 
2) (naphthylalanyl) , phenylglycyl , Leu, lie, Nle, Arg, Lys or His (all 
L/D) or Har (homoarginine) , Hly (homolysine) , Pec (pipecolic acid) , or 
D-DPA; or ah L/D residue -NH/CHR1-CO- ; T = OH, OR4 , NH2 , NHR4 , 
N(CH2) 1-6NR4R5 (Sic), or NR4R5; R4 and R5 = H, alkyl, aryl or aralkyl, or 
are bonded together to form a ring; alternatively, T is connected to X. 
USE/ADVANTAGE - (I) are powerful and very selective inhibitors of 
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factor Ha so inhibit production of thrombin and are useful as anticoagulants 
in human or veterinary medicine, e.g, to prevent or control pulmonary 
embolism; thrombophlebitis; arterial occlusion; venous or arterial 
thrombosis, etc. (I) are formulated conventionally for admin, at 
0 . 01-10mg/kg, opt. together with other active cpds . used in acute 
anticoagulation therapy. They can also be incorporated into slow release 
implants . 
0/0 

Dwg .0/0 
Dwg. 0/0 
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inhibitory and excitatory amino acid neurotransmitter receptors was 
examined. Anaesthetic pregnane steroids (e.g. alphaxalone, 5 
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alpha-pregnan-3 alpha-ol-20-one, 5 alpha-pregnane-3 alpha, 21-diol-20-one) 
potentiated GABAA receptor-mediated whole-cell currents recorded from 
bovine chromaffin cells. The threshold concentration for enhancement was 
10-30 nM. Potentiation was stereoselective and was. mediated by a 
steroid- induced prolongation of the burst duration of the GABA-activated 
channel. Additionally, the pregnane steroids directly activated the GABAA 
receptor. Both the potentiation and activation appear to be mediated 
through a site(s) distinct from the well-known barbiturate and 
benzodiazepine allosteric sites of the GABAA receptor. 

Intracellularly applied alphaxalone and 5 beta-pregnan-3 alpha-ol-20-one 
had no discernible effects on the GABAA receptor, suggesting that the 
steroid binding site can only be accessed extracellularly . Unlike 
behaviourally depressant barbiturates, which modulate GABAA receptor 
function in a manner similar to that of the pregnane steroids, alphaxalone 
and 5 beta-pregnan-3 alpha-ol-20-one show striking pharmacological 
selectivity. Voltage-clamp recordings from rat central neurons in culture 
indicate that pentobarbitone exerts its potentiating and GABA-mimetic 
effects over a range of concentrations which also depress currents 
mediated by glutamate receptor subtypes. In contrast, alphaxalone and 
several endogenous steroids greatly enhance responses to GABA, but have no 
direct effect on glutamate receptors. Such pharmacological selectivity, 
coupled with appropriate stereoselectivity of action, suggests that the 
GABAA receptor mediates some of the behavioural effects of synthetic and 
endogenous pregnane steroids. 
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AB The modulation of the gamma -aminobutyric acidA (GABAA) receptor by 

alphaxalone has been investigated by use of voltage-clamp recordings from 
enzymatically isolated bovine chromaffin cells maintained in cell culture. 
Alphaxalone (greater than 30 nM) reversibly and dose-dependently 
potentiated the amplitude of membrane currents elicited by locally applied 
GABA (100 microM) . The potentiation was not associated with a change in 
the reversal potential of GABA-evoked currents and was not influenced by 
the benzodiazepine receptor antagonist, Rol5-1788 (300 nM) . At 
relatively high concentrations (greater than 1 microM) , alphaxalone 
directly elicited a membrane current. It is concluded that such currents 
result from GABAA receptor activation since they were reversibly 
suppressed by bicuculline (3 microM) , dose-dependently enhanced by 
phenobarbitone (100-500 microM) , and had a similar reversal potential 
(approximately 0 mV) to currents elicited by GABA. Additionally, on 
outside-out membrane patches, alphaxalone activated single channel 
currents with amplitudes and a reversal potential similar to those evoked 
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by GABA . Alphaxalone (30 nM-1 microM) had no effect upon the amplitude of 
membrane currents elicited by locally applied acetylcholine (ACh) (100 
microM) . However, higher concentrations of alphaxalone (10-100 microM) 
reversibly suppressed ACh-evoked currents, the IC50 for blockade being 20 
microM. The beta-hydroxy isomer of alphaxalone, betaxalone (100 nM-1 
microM) , did not potentiate GABA- induced currents, nor did higher 
concentrations of the steroid (10-100 microM) directly evoke a membrane 
current. However, over the latter concentration range, betaxalone 
suppressed the amplitude of currents elicited either by GABA or ACh. The 
relevance of the present results to the anaesthetic action of alphaxalone 
is discussed together with the broader implications of steroidal 
modulation of the GABAA receptor. 
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The naturally occurring progesterone metabolites 5 beta-pregnan-3 
alpha-ol-20-one and 5 beta-pregnane-3 , 20-dione reversibly enhance membrane 
currents elicited by locally applied GABA in bovine adrenomedullary 
chromaffin cells. Such potentiation was not influenced by the 
benzodiazepine antagonist Ro 15-1788. At concentrations in excess 
of those necessary to evoke potentiation of GABA currents, 5 
beta-pregnan-3 alpha-ol -20 -one and 5 beta-pregane-3 , 20-dione directly 
activated a membrane conductance. The resulting currents were potentiated 
by phenobarbitone and diazepam, and abolished by the GABAA- receptor 
antagonist, bicuculline. On outside-out membrane patches, 5 
beta-pregnan-3 alpha-ol -20-one and 5 beta-pregnane-3 , 20 -dione activated 
single channel currents of similar amplitude to those evoked by GABA. The 
results suggest that certain naturally occurring steroids potentiate the 
actions of GABA and, additionally, directly activate the GABAA receptor. 
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AB Homologous desensitization of D(l) dopamine receptors is thought to occur 
through their phosphorylation leading to arrestin association which 
interdicts G protein coupling. In order to identify the relevant domains 
of receptor phosphorylation, and to determine how this leads to arrestin 
association, we created a series of mutated D(l) receptor constructs. In 
one mutant, all of the serine/threonine residues within the 3rd 
cytoplasmic domain were altered (3rdTOT) . A second construct was created 
in which only three of these serines (serines 256, 258, and 259) were 
mutated (3rd234) . We also created four truncation mutants of the carboxyl 
terminus (T347, T369, T394, and T404) . All of these constructs were 
comparable with the wild-type receptor with respect to expression and 
adenylyl cyclase activation. In contrast, both of the 3rd loop mutants 
exhibited attenuated agonist - induced receptor phosphorylation that was 
correlated with an impaired desensitization response. Sequential 
truncation of the carboxyl terminus of the receptor resulted in a 
sequential loss of agonist -induced phosphorylation. No phosphorylation 
was observed with the most severely truncated T347 mutant. Surprisingly, 
all of the truncated receptors exhibited normal desensitization. The 
ability of the receptor constructs to promote arrestin association was 
evaluated using arrestin-green fluorescent protein translocation assays 
and confocal fluorescence microscopy. The 3rd234 mutant receptor was 
impaired in its ability to induce arrrestin translocation, whereas the 
T347 mutant was comparable with wild type. Our data suggest a model in 
which arrestin directly associates with the activated 3rd cytoplasmic 
domain in an agonist -dependent fashion; however, under basal conditions, 
this is sterically prevented by the carboxyl terminus of the receptor. 
Receptor activation promotes the sequential phosphorylation of residues, 
first within the carboxyl terminus and then the 3rd cytoplasmic loop, 
thereby dissociating these domains and allowing arrestin to bind to the 
activated 3rd loop. Thus, the role of receptor phosphorylation is to 
allow access of arrestin to its receptor binding domain rather than to 
create an arrestin binding site per se . 
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The effect of oral diltiazem treatment on the mean ventricular rate was 
studied in 10 patients with stable atrial fibrillation (AF) . The profile 
of mean ventricular rate was analyzed by means of 24 -hour 
electrocardiographic recordings. Both single-dose (120 mg) and 
maintenance therapy (80 mg 3 times daily) reduced the mean ventricular 
rate significantly. After the single dose, the effect set in after 120 
+ /- 40 minutes (mean +/ - standard deviation) and persisted for 347 +/- 84 
minutes. Histograms of RR intervals were plotted and their changes after 
diltiazem therapy were also analyzed. The shortest and longest 
atrioventricular (AV) conduction times were defined as 5% and 95% values 
of the cumulative frequency curve, respectively. There were 2 distinct 
types of the RR-interval histographic changes: In 50% of the patients, the 
longest and shortest RR intervals prolonged proportionately; in the other 
50%, the longest intervals increased disproportionately. Results indicate 
that oral diltiazem treatment can significantly decrease the mean 
ventricular rate in patients with AF by influencing the concealed 
conduction in the AV node. The changes of the RR-interval histograms 
suggest that in 50% of the patients, the increase of the concealed 
conduction was probably caused primarily by the increase of AF rate, and 
in 50% both increased AF rate and prolonged refractory period in the AV 
node contributed to the increase of concealed conduction. 
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AB Upon administration, certain pregnane steroids produce clear behavioural 
effects including, anxiolysis, sedation, analgesia, anaesthesia and are 
anti-convulsant . This behavioural profile is characteristic of compounds 
that act to enhance the actions of GABA acting at the GABA(A) receptor. 
In agreement, numerous studies have now demonstrated these steroids to be 
potent, positive allosteric modulators of the GABA (A) receptor. The 
pregnane steroids are synthesized in the periphery by endocrine glands 
such as the adrenals and the ovaries, but are also made by neurons and 
glial cells in the central nervous system itself. Hence, these compounds 
could play both an endocrine and a paracrine role to influence neuronal 
excitability by promoting inhibition. Here we review evidence that the 
pregnane steroids are highly selective and extremely potent GABA (A) 
receptor modulators and that their effects at ■physiological' 
concentrations (low nanomolar) may be influenced by the subunit 
composition of the GABA (A) receptor. This feature may underlie recent 
findings demonstrating the effects of the neurosteroids on inhibitory 
synaptic transmission to be brain region dependent, although recent 
reports suggest that phosphorylation mechanisms may additionally influence 
neurosteroid sensitivity of the GABA (A) receptor. Numerous synthetic 
steroids have been synthesized in an attempt to therapeutically exploit 
the behavioural effects of the pregnane steroids and progress with this 
approach will be discussed. However, the demonstration that the steroids 
may be made within the central nervous system offers the alternative 
strategy of targeting the enzymes that synthesize/metabolise the 
neurosteroids to exploit this novel endocrine/paracrine interaction. 
. COPYRGT . 2001 Elsevier Science B.V. All rights reserved. 
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AB CSF diazepam-binding inhibitor-like immunoreactivity (DBI-LI) and 
polysomnography were studied in 28 drug-free male schizophrenic 
(DSM-III-R) patients. They underwent a three-night polysomnography 
evaluation and a lumbar puncture. CSF DBI-LI correlated positively with 
REM latency, the REM latency/2 (d) nonREM period ratio and stage-4% sleep, 
and negatively with stage-1% sleep. CSF DBI-LI did not correlate 
significantly with duration of sleep or sleep latency. CSF DBI-LI during 
haloperidol treatment did not correlate significantly with sleep EEG 



searched by D. Arnold 571-272-2532 



Page 188 



Ward 10/767,784 



08/01/2006 



measures. The results of this first study of the relationship between 
endogenous DBI and sleep in humans suggest that physiological effects of 
DBI other than interactions with the BZD/GABAA receptor complex may 
explain its positive effects on sleep. However, the absence of similar 
sleep data in normal subjects precludes us from establishing a specific 
relationship between DBI and sleep in schizophrenia. 
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Propofol is used for the treatment of refractory status epilepticus. When 
given as a long-term infusion propofol may cause a rare but frequently 
fatal complication, the propofol infusion syndrome. The hallmarks are 
metabolic acidosis, lipemia, rhabdomyolysis and myocardial failure. 
Propofol infusion syndrome is caused by impaired fatty acid oxidation. 
Beside anticonvulsants the ketogenic diet, a high-fat, low- carbohydrate , 
adequate-protein diet, is an effective treatment for dif f icult- to-control 
seizures. We report a 10-year-old boy with catastrophic epilepsy, who 
developed fatal propofol infusion syndrome when a ketogenic diet was 
initiated. Substances like propofol which impair fatty acid oxidation may 
pose an increased risk if combined with ketogenic diet. 
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Certain metabolites of progesterone and deoxycorticosterone are 
established as potent and selective positive allosteric modulators of the 
y-aminobutyric acid type A (GABA(A)) receptor. Upon administration 
these steroids exhibit clear behavioural effects that include anxiolysis, 
sedation and analgesia, they are anticonvulsant and at high doses induce a 
state of general anaesthesia, a profile consistent with an action to 
enhance neuronal inhibition. Physiologically, peripherally synthesised 
pregnane steroids derived from endocrine glands such as the adrenals and 
ovaries function as hormones by crossing the blood brain barrier to 
influence neuronal signalling. However, the demonstration that certain 
neurons and glial cells within the central nervous system (CNS) can 
synthesize these steroids either de novo, or from peripherally derived 
progesterone, has led to the proposal that these steroids (neurosteroids ) 
can additionally function in a paracrine manner, to locally influence 
GABAergic transmission . Steroid levels are known to change dynamically, 
for example in stress and during pregnancy. Given that GABA (A) receptors 
are ubiquitously expressed throughout the central nervous system, such 
changes in steroid levels would be predicted to cause a global enhancement 
of inhibitory neurotransmission throughout the brain, a scenario that 
would seem incompatible with a physiological role as a selective 
neuromodulator. Here, we will review emerging evidence that the 
GABA-modulatory actions of the pregnane steroids are highly selective, 
with their actions being brain region and indeed neuron dependent. 
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Furthermore, the sensitivity of GABA(A) receptors is not static but can 
dynamically change. The molecular mechanisms underpinning this neuronal 
specificity will be discussed with particular emphasis being given to the 
role of GABA(A) receptor isoforms, protein phosphorylation and local 
steroid metabolism and synthesis. . COPYRGT. 2003 Elsevier Ltd. All rights 
reserved . 
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While marijuana and cocaine are the two most prevalent drugs among 

arrestees, benzodiazepine use has surpassed that of opiates in 

several jurisdictions across the United States. Despite this 

proliferation, few scholarly works have focused on benzodiazepine 

use among individuals under criminal justice supervision. In the present 

study, the authors used Chi-square statistics and logistic regression to 

identify significant associations between recent benzodiazepine 

use (as measured by urinalysis), demographic characteristics, and alcohol 

and other drug (AOD) use among a sample of 1,572 adult Houston arrestees 

surveyed through the Arrestee Drug Abuse Monitoring (ADAM) Program in 

1999. Compared to nonusers, benzodiazepine-positive arrestees 

were more likely to be Black, less likely to have a high school diploma, 

and more likely to be arrested for a drug- or alcohol -related offense. 

Moreover, analyses indicated that recent barbiturate, heroin, PCP, and 

marijuana use, as measured by urinalysis, were the strongest predictors of 

recent benzodiazepine use. Policy implications are assessed in 

light of the current findings. 
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The Personal Responsibility and Work Opportunity Reconciliation Act of 
1996 (PRWORA) symbolized a comprehensive change to the nation's welfare 
system. Despite several provisions within PRWORA that focus on the use of 
illegal drugs, few studies have attempted to identify the prevalence of 
illegal drug use among welfare recipients. Moreover, no scholarly works 
have compared rates of drug use in welfare-receiving populations to those 
of non-welfare-receiving populations with an objective measure of drug 
use. In the current study, urine specimens were collected from 1,572 
arrestees interviewed through Houston's Arrestee Drug Abuse Monitoring 
(ADAM) Program in 1999. Drug positive rates are compared between 
welfare-receiving arrestees (n = 116) , non-welfare receiving arrestees 
living below the poverty level (n = 539) , and non-welfare receiving 
arrestees living above the poverty level (n = 917) . Welfare-receiving 
arrestees were more likely to be female, older, less educated, and to test 
positive for opiates and benzodiazepines than the other 

subgroups. Implications for welfare reform policy are discussed in light 
of the current findings . 
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Forty-three of 79 children (54%) with benign rolandic epilepsy from a 
regional population were treated with antiepileptic drugs (AED) ; 36 (46%) 
were not. Physician advice was a major determinant of treatment choice. 
AED significantly reduced generalized seizures (p = 0.001) but did not 
reduce partial seizures. After 4 to 14 years and >900 seizures, all 
patients were in remission without medication or injury. Physicians may 
confidently offer a no-AED treatment strategy. 
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Neurosteroids and GABA(A) receptor function. 
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In 1994, a potent and selective interaction of the steroidal anaesthetic 
alphaxalone with the GABA (A) receptor was demonstrated. Subsequent 
studies established that certain naturally occurring steroids were potent 
positive allosteric modulators of the GABA (A) receptor. Although 
peripheral endocrine glands are an important endogenous source, the brain 
can synthesize 'neurosteroids', and these have the potential to influence 
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the activity of the GABA(A) receptor in the CNS . Systemic administration 
of steroids have clear behavioural effects. In this article, Jeremy 
Lambert and colleagues review recent advances in this field and discuss 
the therapeutic potential of this novel, non-genomic effect of steroids 
and investigate whether they may influence behaviour under physiological, 
or pathophysiological, conditions. 
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The purpose of this study was to investigate the influence of 
hydroxypropyl methylcellulose (HPMC) molecular weight on pharmacokinetic 
and pharmacodynamic parameters of controlled release formulations 
containing alprazolam. Tablet formulations contained alprazolam, 
excipients, and either HPMC K4MP or HPMC K100L VP. A ten patient in vivo 
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clinical trial using a randomiled, open-label, four-way crossover design 
was conducted in the fed and. fasted states. Plasma alprazolam 
concentrations were determined for 72 h. The pharmacodynamic effects of 
alprazolam were monitored using subject rated sedation on visual analogue 
scale for wakefulness, observer rated sedation, and symbol digit 
modalities test (SDMT) . Results indicated that the tablet formulations 
containing either HPMC K4MP or HPMC KIOOLVP had similar dissolution 
profiles, and the dissolution profiles did not change through 6 months at 
40°C/75% RH or 12 months at 25°C/65% Relative Humidity 
(RH) . The area under the plasma concentration-time curve, time to peak 
concentration, and peak plasma concentration were not significantly 
different between the two tablet formulations investigated in either the 
fed or fasted states. Pharmacodynamically , no significant differences in 
SDMT scores between the two formulations were found. In vitro dissolution 
results predicted in vivo pharmacokinetic and pharmacodynamic results 
irrespective of formulation or diet used in the controlled release 
tablet. The controlled release tablets were bioequivalent and 
pharmacodynamically equivalent irrespective of the tablet formulation. 
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Starting from the tetrapeptide Ac -pYEEI -NHMe and using a structure-based 
approach, we have designed and synthesised a peptidomimetic ligand for 
p56 . sup . 1 . sup. c . sup . k SH2 domain containing a conf ormationally restricted 
replacement for the two glutamate residues. We have explored replacments 
for the isoleucine residue in the pY + 3 pocket and thus identified 
1- (R) -amino-3- (S) -indane-acetic acid as the most potent replacement. We 
also report the X-ray crystal structures of two of the antagonists. 
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Utilising two point voltage-clamp techniques on Xenopus laevis oocytes 
expressing human (alpha(l) beta(l) gamma(2L)) recombinant GABA(A) 
receptors, the GABA modulatory actions of six naturally occurring 
neurosteroids have been determined and compared with those of known 
positive allosteric modulators. The anaesthetic steroids 5 alpha- and 5 
beta-pregnan-3 alpha-ol -20-one produced a concentration-dependent 
enhancement of the GABA-evoked current. The maximal enhancement of the 
agonist -induced response produced by these steroids was intermediate 
between that of pentobarbitone and diazepam, but much greater than that 
caused by bretazenil. For both the 5 alpha and 5 beta steroid a reduction 
of the 2 0 ketone group to form either the corresponding 2 0 alpha or 2 0 
beta hydroxy steroid produced, in all cases, a reduction in potency and a 
decrease in the maximal effect. The relationship of steroid structure to 
these two parameters is considered. The influence of the or subtype 
(alpha (x) beta(l) gamma (2L), where x = 1, 2 or 3) for the behaviourally 
active 5 alpha-pregnan- 3 alpha, 20 alpha-diol is also determined. Although 
the maximal effect of the steroid is not influenced by the alpha subtype, 
the alpha (2) -containing receptor exhibits a modest decrease (approximately 
6-fold) in potency compared to alpha(l)- and alpha (3 ) -containing 
receptors. The results described here are discussed in relation to the 
distinct behavioural actions of the neurosteroids. Copyright (C) 1996 
Elsevier Science Ltd 
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Reaction of hydroxyglycine with 2 -aminobenzophenones gives 
1, 2 -dihydro-4 -phenyl -quinazoline-2-carboxylic acids in high yields and 
under mild conditions. These can be smoothly converted into the 
corresponding 3,4-dihydro isomers and into quinazoline derivatives via 
rearrangement and oxidation by air, respectively. The X-ray 
crystallographic structure of 6 -chloro- 1 , 2 -dihydro- 1 -methyl -4 - 
phenylquinazoline-2-carboxylic acid shows the carboxylate group at C(2) 
and the methyl group at N(l) to be in axial positions. 
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